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* Welcome to STN International ********** 

Web Page URLs for STN Seminar Schedule - N. America 
"Ask CAS " for self-help around the clock 
BEILSTEIN enhanced with new display and select options, 
resulting in a closer connection to BABS 

IFIPAT/IFIUDB/IFICDB reloaded with new search and display 
fields 

CAplus and CA patent records enhanced with European and Japan 
Patent Office Classifications 

The Analysis Edition of STN Express with Discover! 
(Version 7.01 for Windows) now available 

BIOCOMMERCE: Changes and enhancements to content coverage 
BIOTECHABS/BIOTECHDS: Two new display fields added for legal 
status data from INPADOC 

INPADOC: New family current-awareness alert (SDI) available 
New pricing for the Save Answers for SciFinder Wizard within 
STN Express with Discover! 

New display format, HITSTR, available in WPIDS/WPINDEX/WPIX 
STN Patent Forum to be held October 13, 2004, in Iselin, NJ 
STANDARDS will no longer be available on STN 
SWETSCAN will no longer be available on STN 



MACINTOSH VERSION IS V6 . 0c (ENG) AND V6.0Jc(JP), 
AND CURRENT DISCOVER FILE IS DATED 11 AUGUST 2 004 
STN Operating Hours Plus Help Desk Availability 
General Internet Information 
Welcome Banner and News Items 

Direct Dial and Telecommunication Network Access to STN 
CAS World Wide Web Site (general information) 



Enter NEWS followed by the item number or name to see news on that 
specific topic. 



All use of STN is subject to the provisions of the STN Customer 
agreement. Please note that this agreement limits use to scientific 
research. Use for software development or design or implementation 
of commercial gateways or other similar uses is prohibited and may 
result in loss of user privileges and other penalties. 
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L2 ANSWER 1 OF 5 MEDLINE on STN 

TI Proteomic-based identification of haptoglobin-1 

precursor as a novel circulating biomarker of ovarian cancer. 

AB Screening for specific biomarkers of early-stage detection of ovarian 

cancer is a major health priority due to the asymptomatic nature and poor 
survival characteristic of the disease. We utilised two-dimensional gel 
electrophoresis (2DE) to identify differentially expressed proteins in the 
serum of ovarian cancer patients that may be useful as biomarkers of this 
disease. In this study, 38 ovarian cancer patients at different 
pathological grades (grade 1 (n=6) , grade 2 (n=8) and grade 3 (n=24)) were 
compared to a control group of eight healthy women. Serum samples were 
treated with a mixture of Affigel-Blue and protein A (5 : 1) for 1 h to 
remove high abundance protein (e.g. immunoglobulin and albumin) and were 
displayed using 11 cm, pH 4-7 isoelectric focusing strips for the first 
dimension and 10% acrylamide gel electrophoresis for the second dimension. 
Protein spots were visualised by SYPRO-Ruby staining, imaged by FX-imager 
and compared and analysed by PDQuest software. A total of 24 serum 
proteins were differentially expressed in grade 1 (P<0.05), 31 in grade 2 
(P<0.05) and 25 in grade 3 (P<0.05) ovarian cancer patients. Six of the 
protein spots that were significantly upregulated in all groups of ovarian 
cancer patients were identified by nano-electrospray quadrupole quadrupole 
time-of -flight mass spectrometry (n-ESIQ (q) TOFMS) and matrix-assisted 
laser desorption ionisation time-of -flight mass spectrometry ( MALD I - TO FMS ) 
as isoforms of haptoglobin-1 precursor 

(HAPl) , a liver glycoprotein present in human serum. Further 
identification of the spots at different pathological grades was confirmed 
by Western blotting using monoclonal antibody against a haptoglobin 
epitope contained within HAPl. Immunohistochemical localisation of 
HAPl -like activity was present in malignant ovarian epithelium and stroma 
but strong immunostaining was present in blood vessels, areas with 
myxomatous stroma and vascular spaces. No tissue localisation of 



HAPl-like immunoreactivity was observed in normal ovarian surface 
epithelium. These data highlight the need to assess circulating 
concentration of HAP1 in the serum of ovarian cancer patients and evaluate 
its potential as a biomarker in the early diagnosis of ovarian cancer. 
"™" ™-~ 2004323790 MEDLINE 

PubMed ID: 15199385 

Proteomic -based identification of haptoglobin- 
1 precursor as a novel circulating 
biomarker of ovarian cancer. 
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L2 ANSWER 2 OF 5 USPATFULL on STN 

TI Non-genetic based protein disease markers 

AB Protein disease markers for obesity, osteoporosis, diabetes, 

osteoarthritis and hypertension are disclosed. These markers are not 
inherited or of genetic origin as they were not found in identical twins 
of the affected individual. Methods and uses for diagnostic, therapeutic 
and drug discovery are disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



2002 : 141506 USPATFULL 

Non-genetic based protein disease markers 
Myers, Timothy G., Kensington, MD, UNITED STATES 
Pieper, Rembert, Washington, DC, UNITED STATES 
Taylor, John, JR., Clayton, NC, UNITED STATES 
Steiner, Sandra, Gaithersburg, MD, UNITED STATES 
Anderson, N. Leigh, Washington, DC, UNITED STATES 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN. INFO. 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT : 



(9) 

US 2000-660242, filed 



US 2002072492 Al 20020613 

US 2001-886271 Al 20010622 

Continuation-in-part of Ser. No. 
on 12 Sep 2000, PENDING 
Utility 
APPLICATION 

Dean H. Nakamura, Roylance Abrams Berdo & Goodman, 13 0 0 

19th Street, N.W. , Washington, DC, 20036 

55 

1 

10 Drawing Page(s) 
1425 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L2 
TI 
AB 



ANSWER 3 OF 5 USPATFULL on STN 

Nucleic acid molecules encoding human protease homologs 
The invention relates to polynucleotides encoding newly identified 
protease homologs. The invention also relates to the proteases. The 
invention further relates to methods using the protease polypeptides and 
polynucleotides as a target for diagnosis and treatment in 



protease-mediated disorders. The invention further relates to 
drug-screening methods using the protease polypeptides and 
polynucleotides to identify agonists and antagonists for diagnosis and 
treatment. The invention further encompasses agonists and antagonists 
based on the protease polypeptides and polynucleotides. The invention 
further relates to procedures for producing the protease polypeptides 
and polynucleotides. 
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ANSWER 4 OF 5 EMBASE COPYRIGHT 2004 ELSEVIER INC. ALL RIGHTS RESERVED, 
on STN 

Proteomic-based identification of haptoglobin-1 
precursor as a novel circulating biomarker of ovarian cancer. 
Screening for specific biomarkers of early-stage detection of ovarian 
cancer is a major health priority due to the asymptomatic nature and poor 
survival characteristic of the disease. We utilised two-dimensional gel 
electrophoresis (2DE) to identify differentially expressed proteins in the 
serum of ovarian cancer patients that may be useful as biomarkers of this 
disease. In this study, 38 ovarian cancer patients at different 
pathological grades (grade 1 (n = 6) , grade 2 (n = 8) and grade 3 (n = 
24)) were compared to a control group of eight healthy women. Serum 
samples were treated with a mixture of Affigel-Blue and protein A (5:1) 
for 1 h to remove high abundance protein (e.g. immunoglobulin and albumin) 
and were displayed using 11 cm, pH 4-7 isoelectric focusing strips for the 
first dimension and 10% acrylamide gel electrophoresis for the second 
dimension. Protein spots were visualised by SYPRO-Ruby staining, imaged by 
FX- imager and compared and analysed by PDQuest software. A total of 24 
serum proteins were differentially expressed in grade 1 (P < 0.05), 31 in 
grade 2 (P < 0.05) and 25 in grade 3 (P < 0.05) ovarian cancer patients. 
Six of the protein spots that were significantly upregulated in all groups 
of ovarian cancer patients were identified by nano-electrospray quadrupole 
quadrupole time-of -flight mass spectrometry (n-ESIQ (q) TOFMS) and 
matrix-assisted laser desorption ionisation time-of -flight mass 
spectrometry (MALDI -TOFMS ) as isoforms of haptoglobin-1 
precursor (HAP1) , a liver glycoprotein present in human serum. 
Further identification of the spots at different pathological grades was 
confirmed by Western blotting using monoclonal antibody against a 
haptoglobin epitope contained within HAP1. Immunohistochemical 
localisation of HAPl-like activity was present in malignant ovarian 
epithelium and stroma but strong immunostaining was present in blood 
vessels, areas with myxomatous stroma and vascular spaces. No tissue 
localisation of HAPl-like immunoreactivity was observed in normal ovarian 
surface epithelium. These data highlight the need to assess circulating 
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of HAP1 in the serum of ovarian cancer patients and evaluate 
as a biomarker in the early diagnosis of ovarian cancer. 

Cancer Research UK. 
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ANSWER 5 OF 5 BIOSIS COPYRIGHT (c) 2004 The Thomson Corporation. 
Proteomic-based identification of haptoglobin-1 
precursor as a novel circulating biomarker of ovarian cancer. 
Screening for specific biomarkers of early-stage detection of ovarian 
cancer is a major health priority due to the asymptomatic nature and poor 
survival characteristic of the disease. We utilised two-dimensional gel 
electrophoresis (2DE) to identify differentially expressed proteins in the 
serum of ovarian cancer patients that may be useful as biomarkers of this 
disease. In this study, 38 ovarian cancer patients at different 
pathological grades (grade 1 (n = 6) , grade 2 (n = 8) and grade 3 (n = 
24)) were compared to a control group of eight healthy women. Serum 
samples were treated with a mixture of Affigel-Blue and protein A ( 5 : 1) 
for 1 h to remove high abundance protein (e.g. immunoglobulin and 
albumin) and were displayed using 11 cm, pH 4-7 isoelectric focusing 
strips for the first dimension and 10% acrylamide gel electrophoresis for 
the second dimension. Protein spots were visualised by SYPRO-Ruby 
staining, imaged by FX- imager and compared and analysed by PDQuest 
software. A total of 24 serum proteins were differentially expressed in 
grade 1 (P 0.05), 31 in grade 2 (P 0.05) and 25 in grade 3 (P 0.05) 
ovarian cancer patients. Six of the protein spots that were significantly 
upregulated in all groups of ovarian cancer patients were identified by 
nano-electrospray quadrupole quadrupole time-of -flight mass spectrometry 
(n-ESIQ (q) TOFMS) and matrix-assisted laser desorption ionisation 
time-of -flight mass spectrometry (MALDI-TOFMS) as isoforms of 
haptoglobin-1 precursor (HAP1) , a liver 

glycoprotein present in human serum. Further identification of the spots 
at different pathological grades was confirmed by Western blotting using 
monoclonal antibody against a haptoglobin epitope contained within HAP1. 
Immunohistochemical localisation of HAPl-like activity was present in 
malignant ovarian epithelium and stroma but strong immunostaining was 
present in blood vessels, areas with myxomatous stroma and vascular 
spaces. No tissue localisation of HAPl-like immunoreactivity was observed 
in normal ovarian surface epithelium. These data highlight the need to 
assess circulating concentration of HAP1 in the serum of ovarian cancer 
patients and evaluate its potential as a biomarker in the early diagnosis 
of ovarian cancer. 
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nuzhata@unimelb . edu . au 

British Journal of Cancer, (July 5 2004) Vol. 91, No. 1, 

pp. 129-140. print. 
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Article 

English 
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L4 ANSWER 1 OF 15 MEDLINE on STN 

TI Expression and recombination mechanism of SNC73 (IgHalphal) in 
human epithelial cancer cell line. 

AB OBJECTIVE: To study if the gene SNC73 (IgHalphal) is expressed 

in human epithelial cancer cell line and to interpret the recombination 
mechanism. METHODS: Human epithelial cancer cells of SW480 line were 
cultured. RT-PCR and Western blotting were used to examine the expression 
of SNC73, recombination activating gene 1 (RAG1) , and RAG2 . The 
RT-PCR products were confirmed by sequencing. Immunohistochemistry was 
used to detect the expression of IgHalphal, Igkappa, and Iglambda in these 
epithelial cancer cells. RESULTS: The human epithelial cancer cell line 
(SW480) positively expressed SNC73, RAG1, and RAG2 . IgHalphal 
and Igkappa was strongly expressed in SW480 cells, but Iglambda was 
undetectable. The sequence of the constant region of SNC73 in 
SW480 cells is identical to that of IgAl . Both sequencing and Western 
blotting showed that the RAG1 and RAG 2 expressed in SW480 cells were 
identical to that expressed in pre-B lymphocytes. CONCLUSION: 
Immunoglobulin alpha-1 gene is expressed in non-lymphoid cells, which may 
be a potential genetic marker for the development of colorectal cancer. 
Recombination signal sequence (RSS) -mediated recombination may take part 
in the rearrangement of immunoglobulin alpha-1 gene in human epithelial 
cancer cell line. 
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L4 ANSWER 2 OF 15 MEDLINE on STN 

TI Expression of a novel immunoglobulin gene SNC73 in human cancer 
and non-cancerous tissues . 

AB AIM: To investigate the expression of immunoglobulin gene SNC73 

in malignant tumors and non-cancerous normal tissues. METHODS: Expression 

level of SNC73 in tumors and non-cancerous tissues from the same 

patient was determined by reverse transcription polymerase chain reaction 

and enzyme-linked immunosorbent assay (RT-PCR-ELISA) in 90 cases of 

malignant tumors, including colorectal cancer, gastric cancer, breast 

cancer, lung cancer and liver cancer. Analysis on the correlation of 

SNC73 expression with sex, age, site, grade of differentiation, 

depth of invasion, and metastases in colorectal cancer patients was made. 

RESULTS: Expression level of SNC73 in non-cancerous colorectal 

mucosa and colorectal cancerous tissues was 1 . 234+/ -0 . 842 and 

0.737+/-0.731, respectively (P<0.01), with the mean ratio of 

7 . 134+/-14 . 092 (range, 0.36-59.54). Expression of SNC73 showed 

no significant difference among gastric cancer, breast cancer, lung cancer 

and liver cancer when compared with non-cancerous tissues (P>0.05). No 

correlation was found between SNC73 expression level and various 

clinicopathological factors, including sex, age, site, grade of 

differentiation, depth of invasion and metastases of CRC patients. 

CONCLUSION: Down -regulation of SNC73 expression may be a 

relatively specific phenomenon in colorectal cancer. SNC73 is a 

potential genetic marker for the carcinongenesis of colorectal cancer. 

The relationship of SNC73 expression and carcinogenesis of 

colorectal cancer merits further study. 
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L4 ANSWER 3 OF 15 MEDLINE on STN 

TI Expression of a novel immunoglobulin gene SNC73 in human cancer 
and its significance. 

AB OBJECTIVE: To investigate the expression of a new immunoglobulin gene 
SNC73 in malignant tumor and normal tissue and its significance. 
METHODS: Expression level of SNC73 in tumors and normal tissues 
was determined by reverse transcription-polymerase chain reaction and 
enzyme- linked immunosorbent assay (RT-PCR-ELISA) in 90 malignant tumors, 
including colorectal cancer, gastric cancer, breast cancer, lung cancer' 
and liver cancer. Analysis on relation of SNC73 expression with 
age, sex, site, differentiation grade, depth of invasion and metastasis of 
colorectal cancer was made to assess the clinical significance of 
SNC73. RESULTS: Mean ratio of SNC73 expression level in 
normal mucosa and colorectal cancer tissue was 7.134 (P < 0.01). 
Expression of SNC73 showed no significant difference among 



gastric cancer, breast cancer, lung cancer or liver cancer as compared 
with the control normal tissues (P > 0.05). CONCLUSION : Down- regulation 
of SNC73 expression is a relatively specific phenomenon in 
colorectal cancer for which development SNC73 may be a potential 
genetic marker. The study on relationship of SNC73 expression 
with development of colorectal cancer is promising. 
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Expression of a novel immunoglobulin gene SNC73 
in human cancer and its significance. 
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ANSWER 4 OF 15 MEDLINE on STN 

Structure and expression of colorectal cancer related Immunoglobulin novel 
gene SNC73. 

OBJECTIVE: To study the structure and function of a colorectal 
cancer-associated gene SNC73 obtained by subtractive 

hybridization technique. METHODS: Direct sequencing was performed on cDNA 

of SNC73 gene. In situ-max fluorescence in situ hybridization 

was used in chromosome mapping of SNC73. Expression of 

SNC73 in various cancer cell lines and differential expression 

between normal mucosa and colorectal cancer tissue were examined by 

Northern blotting and RT-PCR. Expression of SNC73 in colorectal 

epithelium was detected by in situ hybridization and in situ PCR. 

RESULTS: Open reading frame prediction showed that SNC73 encodes 

a peptide identical to the constant region of an IgA molecule in the 

carboxyl -terminus . The gene was mapped to human chromosome 14q32 . The 

expression of SNC73 in colorectal cancer tissue and that in 

normal mucosa was different (P < 0.05). SNC73 was lowly 

expressed in colorectal epithelium. CONCLUSION: Decrease in SNC73 

expression may be a potential genetic marker for the development of 

colorectal cancer. An immunoglobulin alpha-1 gene can be expressed in 

non-lymphoid cells. 
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ANSWER 5 OF 15 USPATFULL on STN 

Proteins and nucleic acids encoding same 

Disclosed herein are nucleic acid sequences that encode novel 
polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 
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L4 ANSWER 6 OF 15 US PAT FULL on STN 

TI Classification and prognosis prediction of acute lymphoblastic leukemia 

by gene expression profiling 

AB The present invention provides methods and compositions useful for 

diagnosing and choosing treatment for leukemia patients. The claimed 
methods include methods of assigning a subject affected by leukemia to a 
leukemia risk group, methods of predicting whether a subject affected by 
leukemia has an increased risk of relapse, methods of predicting whether 
a subject affected by leukemia has an increased risk of developing 
secondary acute myeloid leukemia, methods to aid in the determination of 
a prognosis for a subject affected by leukemia, methods of choosing a 
therapy for a subject affected by leukemia, and methods of monitoring 
the disease state in a subject undergoing one or more therapies for 
leukemia. The claimed compositions include arrays having capture probes 
for the differentially-expressed genes of the invention, computer 
readable media having digitally-encoded expression profiles associated 
with leukemia risk groups, and kits for diagnosing and choosing therapy 
for leukemia patients. 
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Method for the detection of gene transcripts in blood and uses thereof 
The present invention is directed to detection and measurement of gene 
transcripts in blood. Specifically provided is a RT-PCR analysis 
performed on a drop of blood for detecting, diagnosing and monitoring 
diseases using tissue-specific primers. The present invention also 
describes methods by which delineation of the sequence and/or 
quantitation of the expression levels of disease-associated genes allows 
for an immediate and accurate diagnostic/prognostic test for disease or 
to assess the effect of a particular treatment regimen. 
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Methods of diagnosis of ovarian cancer, compositions and methods of 
screening for modulators of ovarian cancer 

Described herein are genes whose expression are up-regulated or 
down-regulated in ovarian cancer. Related methods and compositions that 
can be used for diagnosis and treatment of ovarian cancer are disclosed 
Also described herein are methods that can be used to identify 
modulators of ovarian cancer. 
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Novel methods of diagnosis of metastatic colorectal cancer, compositions 
and methods of screening for modulators of metastatic colorectal cancer 
Described herein are methods and compositions that can be used for 
diagnosis and treatment of metastatic colorectal cancer. Also described 
herein are methods that can be used to identify modulators of metastatic 
colorectal cancer. 
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ANSWER 10 OF 15 US PAT FULL on STN 
Genes expressed in colon cancer 

The present invention relates to a combination comprising a plurality of 
cDNAs which are differentially expressed in colon cancer and which may 
be used in their entirety or in part as to diagnose, to stage to treat 
or to monitor the progression or treatment of colon cancer. 
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TI Non-genetic based protein disease markers 

AB Protein disease markers for obesity, osteoporosis, diabetes, 

osteoarthritis and hypertension are disclosed. These markers are not 
inherited or of genetic origin as they were not found in identical twins 
of the affected individual. Methods and uses for diagnostic, therapeutic 
and drug discovery are disclosed. 
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ANSWER 12 OF 15 DGENE COPYRIGHT 2004 The Thomson Corp on STN 

Novel combination of cDNAs which are differentially expressed in colon 

cancer, useful for detecting differential expression of one or more cDNAs 

in a sample containing nucleic acid samples . 

AAD 5 9167 cDNA DGENE 

The present invention relates to combination of cDNAs which are 
differentially expressed in colon cancer. The invention is useful for 
producing and purifying antibody, utilized as markers for treatment 
efficacy against colon cancer. The invention is also useful for gene 
therapy. The present sequence is human SNC73 protein ( 
SNC73) CDNA 



ACCESSION NUMBER 
TITLE: 



INVENTOR : 
PATENT ASSIGNEE: 

(SORN-I) 
PATENT INFO: 
APPLICATION INFO 
PRIORITY INFO: 
DOCUMENT TYPE: 
LANGUAGE : 
OTHER SOURCE: 
DESCRIPTION: 



AAD5 9167 cDNA DGENE 

Novel combination of cDNAs which are differentially expressed 
in colon cancer, useful for detecting differential 
expression of one or more cDNAs in a sample containing 
nucleic acid samples . 
Lasek A K W; Sornasse T 

(LASE-I) LASEK A K W. 
SORNASSE T. 

US 2003073105 Al 20030417 88p 

US 2002-158646 20020529 

US 2001-295239P 20010531 

Patent 

English 

2003-605964 [57] 

Human SNC7 3 protein (SNC73) cDNA. 



L4 
TI 



AN 
AB 



ANSWER 13 OF 15 DGENE COPYRIGHT 2 0 04 The Thomson Corp on STN 
Diagnosing and monitoring prostate disorders, by analysis of 26 gene 
transcripts that exhibit aberrant expression levels in prostate disorder 
tissues, and provides a means of early diagnosis - 
AAD073 60 DNA DGENE 

The patent discloses a method for diagnosing, prognosing or monitoring a 
prostate disorder which involves the analysis of 26 gene transcripts 
(referred as markers) that exhibit aberrant expression levels in prostate 
disorder tissues and provides a means of early diagnosis. This method is 
useful for diagnosing, prognosing or monitoring a prostate disorder. It 
also provides a means of distinguishing prostate cancer from benign 
prostatic hyperplasia (BPH) and for identifying potential anti -prostate 
disorder therapeutic compounds. The present sequence is a human DNA 
encoding SNC73 protein (referred as marker 11) . The 
SNC73 sequence is identified as an mRNA downregulated in 
colorectal cancer . 

AAD07360 DNA DGENE 

Diagnosing and monitoring prostate disorders, by analysis of 
26 gene transcripts that exhibit aberrant expression levels 
in prostate disorder tissues, and provides a means of early 
diagnosis - 
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ANSWER 14 OF 15 EMBASE COPYRIGHT 2 004 ELSEVIER INC. ALL RIGHTS RESERVED, 
on STN 

Expression of a novel immunoglobulin gene SNC73 in human cancer 
and non-cancerous tissues. 

Aim: To investigate the expression of immunoglobulin gene SNC73 
in malignant tumors and non-cancerous normal tissues. Methods: Expression 
level of SNC73 in tumors and non- cancerous tissues from the 
same patient was determined by reverse transcription polymerase chain 
reaction and enzyme- linked immunosorbent assay (RT-PCR-ELISA) in 90 cases 
of malignant tumors, including colorectal cancer, gastric cancer, breast 
cancer, lung cancer and liver cancer. Analysis on the correlation of 
SNC73 expression with sex, age, site, grade of differentiation, 
depth of invasion, and metastases in colorectal cancer patients was made. 
Results: Expression level of SNC73 in non-cancerous colorectal 
mucosa and colorectal cancerous tissues was 1.234±0.842 and 
0.737+0.731, respectively (P<0.01), with the mean ratio of 
7.134+14.092 (range, 0.36-59.54). Expression of SNC73 showed 
no significant difference among gastric cancer, breast cancer, lung cancer 
and liver cancer when compared with non-cancerous tissues (P>0.05) . No 
correlation was found between SNC73 expression level and various 
clinicopathological factors, including sex, age, site, grade of 
differentiation, depth of invasion and metastases of CRC patients. 
Conclusion: Down-regulation of SNC73 expression may be a 
relatively specific phenomenon in colorectal cancer. SNC73 is a 
potential genetic marker for the carcinogenesis of colorectal cancer. The 
relationship of SNC73 expression and carcinogenesis of 
colorectal cancer merits further study. 
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ANSWER 15 OF 15 BIOSIS COPYRIGHT (c) 2004 The Thomson Corporation. on 
STN 

Expression of a novel immunoglobulin gene SNC73 in human cancer 
and its significance. 

Objective To investigate the expression of a new immunoglobulin gene 
SNC73 in malignant tumor and normal tissue and its significance. 
Methods Expression level of SNC73 in tumors and normal tissues 
was determined by reverse transcription-polymerase chain reaction and 
enzyme-linked immunosorbent assay (RT-PCR-ELISA) in 90 malignant tumors, 
including colorectal cancer, gastric cancer, breast cancer, lung cancer' 
and liver cancer. Analysis on relation of SNC73 expression with 



age, sex, site, differentiation grade, depth of invasion and metastasis of 
colorectal cancer was made to assess the clinical significance of 
SNC73. Results Mean ratio of SNC73 expression level in 
normal mucosa and colorectal cancer tissue was 7.134 (P < 0.01). 
Expression of SNC73 showed no significant difference among 
gastric cancer, breast cancer, lung cancer or liver cancer as compared 
with the control normal tissues (P > 0.05). Conclusion Down- regulation of 
SNC73 expression is a relatively specific phenomenon in colorectal 
cancer for which development SNC73 may be a potential genetic 
marker. The study on relationship of SNC73 expression with 
development of colorectal cancer is promising. 
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ANSWER 1 OF 4 USPATFULL on STN 

Gene sequence variations with utility in determining the treatment of 
disease, in genes relating to drug processing 

Methods for identifying and utilizing variances in genes relating to 
efficacy and safety of medical therapy and other aspects of medical 
therapy are described, including methods for selecting an effective 
treatment . 
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TI Tumor necrosis factor receptor 2 

AB The present disclosure describes the use of genetic variance information 

for genes involved in inflammatory or immunologic disease, disorder, or 
dysfunction. The variance information is indicative of the expected' 
response of a patient to a method of treatment. Methods of determining 
relevant variance information and additional methods of using such 
variance information are also described. 
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TI Non-genetic based protein disease markers 

AB Protein disease markers for obesity, osteoporosis, diabetes, 

osteoarthritis and hypertension are disclosed. These markers 
are not inherited or of genetic origin as they were not found in 
identical twins of the affected individual. Methods and uses for 
diagnostic, therapeutic and drug discovery are disclosed. 
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TI Nucleic acids, proteins and antibodies 

AB This invention relates to newly identified tissue specific cancer 

associated polynucleotides and the polypeptides encoded by these 
polynucleotides herein collectively known as "cancer antigens," and to 
the complete gene sequences associated therewith and to the expression 
products thereof, as well as the use of such tissue specific cancer 
antigens for detection, prevention and treatment of tissue specific 
disorders, particularly the presense of cancer. This invention relates 
to the cancer antigens as well as vectors, host cells, antibodies 
directed to cancer antigens and recombinant and synthetic methods for 
producing ^ the same. Also provided are diagnostic methods for diagnosing 
and treating, preventing and/or prognosing tissue specific disorders, 
including cancer, and therapeutic methods for treating such disorders. 
The invention further relates to screening methods for identifying 
agonists and antagonists of cancer antigens of the invention. The 
present invention further relates to methods and/or compositions for 
inhibiting the production and/or function of the polypeptides of the 
present invention. 
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TI IL-1 gene cluster and associated inflammatory polymorphisms and 

haplotypes 

AB The invention provides methods and compositions relating to 

identification and use of genetic information from the IL-1 gene 
cluster- -including the structure and organization of novel IL-l-like 
genes found within the IL-1 locus as well as polymorphisms and 
associated haplotypes within these genes. The invention thereby expands 
the repertoire of useful genetic information available from the IL-1 
locus--which contains the previously-identified IL-lot, IL-ip 
and IL-1RN genes, for predicting IL-1 associated phenotypes (e.g. 
increased or decreased risks of inflammatory disease) and for treating 
IL-1 haplotype associated inflammatory phenotypes. 
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The invention concerns the human sbgl, g34665, sbg2 , g35017 and g35018 
genes, polynucleotides, polypeptides biallelic markers, and human 
chromosome 13q31-q33 biallelic markers. The invention also concerns the 
association established between schizophrenia and bipolar disorder and 
the biallelic markers and the sbgl, g34665, sbg2 , g35017 and g35018 
genes and nucleotide sequences. The invention provides means to identify 
compounds useful in the treatment of schizophrenia, bipolar disorder and 
related diseases, means to determine the predisposition of individuals 
to said disease as well as means for the disease diagnosis and 
prognosis . 
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TI Proteomic -based identification of haptoglobin-1 

precursor as a novel circulating biomarker of ovarian cancer. 
Screening for specific biomarkers of early-stage detection of ovarian 
cancer is a major health priority due to the asymptomatic nature and poor 
survival characteristic of the disease. We utilised two-dimensional gel 
electrophoresis (2DE) to identify differentially expressed proteins in the 
serum of ovarian cancer patients that may be useful as biomarkers of this 
disease. In this study, 38 ovarian cancer patients at different 
pathological grades (grade 1 (n=6) , grade 2 (n=8) and grade 3 (n=24) ) were 
compared to a control group of eight healthy women. Serum samples were 
treated with a mixture of Affigel-Blue and protein A (5 : 1) for 1 h to 
remove high abundance protein (e.g. immunoglobulin and albumin) and were 
displayed using 11 cm, pH 4-7 isoelectric focusing strips for the first 
dimension and 10% acrylamide gel electrophoresis for the second dimension 
Protein spots were visualised by SYPRO-Ruby staining, imaged by FX-imager 
and compared and analysed by PDQuest software. A total of 24 serum 
proteins were differentially expressed in grade 1 (P<0.05), 31 in grade 2 
(P<0.05) and 25 in grade 3 (P<0.05) ovarian cancer patients. Six of the 
protein spots that were significantly upregulated in all groups of ovarian 
cancer patients were identified by nano-electrospray quadrupole quadrupole 
time-of -flight mass spectrometry (n-ESIQ (q) TOFMS) and matrix-assisted 
laser desorption ionisation time-of -flight mass spectrometry (MALDI -TOFMS) 
as isoforms of haptoglobin-1 precursor 

(HAP1) , a liver glycoprotein present in human serum. Further 
identification of the spots at different pathological grades was confirmed 
by Western blotting using monoclonal antibody against a haptoglobin 
epitope contained within HAP1 . Immunohistochemical localisation of 
HAPl-like activity was present in malignant ovarian epithelium and stroma 
but strong immunostaining was present in blood vessels, areas with 
myxomatous stroma and vascular spaces. No tissue localisation of 



HAPl-like immunoreactivity was observed in normal ovarian surface 
epithelium. These data highlight the need to assess circulating 
concentration of HAP1 in the serum of ovarian cancer patients and evaluate 
its potential as a biomarker in the early diagnosis of ovarian cancer. 
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TI Non-genetic based protein disease markers 

AB Protein disease markers for obesity, osteoporosis, diabetes, 

osteoarthritis and hypertension are disclosed. These markers are not 
inherited or of genetic origin as they were not found in identical twins 
of the affected individual. Methods and uses for diagnostic, therapeutic 
and drug discovery are disclosed. 
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Nucleic acid molecules encoding human protease homologs 
The invention relates to polynucleotides encoding newly identified 
protease homologs. The invention also relates to the proteases. The 
invention further relates to methods using the protease polypeptides and 
polynucleotides as a target for diagnosis and treatment in 



protease-mediated disorders. The invention further relates to 
drug-screening methods using the protease polypeptides and 
polynucleotides to identify agonists and antagonists for diagnosis and 
treatment. The invention further encompasses agonists and antagonists 
based on the protease polypeptides and polynucleotides. The invention 
further relates to procedures for producing the protease polypeptides 
and polynucleotides. 
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on STN 

Proteomic-based identification of haptoglobin -1 
precursor as a novel circulating biomarker of ovarian cancer. 
Screening for specific biomarkers of early-stage detection of ovarian 
cancer is a major health priority due to the asymptomatic nature and poor 
survival characteristic of the disease. We utilised two-dimensional gel 
electrophoresis (2DE) to identify differentially expressed proteins in the 
serum of ovarian cancer patients that may be useful as biomarkers of this 
disease. In this study, 38 ovarian cancer patients at different 
pathological grades (grade 1 (n = 6) , grade 2 (n = 8) and grade 3 (n = 
24)) were compared to a control group of eight healthy women. Serum 
samples were treated with a mixture of Affigel-Blue and protein A (5:1) 
for 1 h to remove high abundance protein (e.g. immunoglobulin and albumin) 
and were displayed using 11 cm, pH 4-7 isoelectric focusing strips for the 
first dimension and 10% acrylamide gel electrophoresis for the second 
dimension. Protein spots were visualised by SYPRO-Ruby staining, imaged by 
FX- imager and compared and analysed by PDQuest software. A total of 24 
serum proteins were differentially expressed in grade 1 (P < 0.05), 31 in 
grade 2 (P < 0.05) and 25 in grade 3 (P < 0.05) ovarian cancer patients. 
Six of the protein spots that were significantly upregulated in all groups 
of ovarian cancer patients were identified by nano-electrospray quadrupole 
quadrupole time-of -flight mass spectrometry (n-ESIQ (q) TOFMS) and 
matrix-assisted laser desorption ionisation time-of -flight mass 
spectrometry (MALDI -TOFMS) as isoforms of haptoglobin-1 
precursor (HAP1) , a liver glycoprotein present in human serum. 
Further identification of the spots at different pathological grades was 
confirmed by Western blotting using monoclonal antibody against a 
haptoglobin epitope contained within HAP1 . Immunohistochemical 
localisation of HAPl-like activity was present in malignant ovarian 
epithelium and stroma but strong immunostaining was present in blood 
vessels, areas with myxomatous stroma and vascular spaces. No tissue 
localisation of HAPl-like immunoreactivity was observed in normal ovarian 
surface epithelium. These data highlight the need to assess circulating 
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concentration of HAP1 in the serum of ovarian cancer patients and evaluate 
its potential as a biomarker in the early diagnosis of ovarian cancer. 
.COPYRGT. 2 0 04 Cancer Research UK. 
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TI Proteomic-based identification of haptoglobin -1 

precursor as a novel circulating biomarker of ovarian cancer. 

AB Screening for specific biomarkers of early-stage detection of ovarian 

cancer is a major health priority due to the asymptomatic nature and poor 
survival characteristic of the disease. We utilised two-dimensional gel 
electrophoresis (2DE) to identify differentially expressed proteins in the 
serum of ovarian cancer patients that may be useful as biomarkers of this 
disease. In this study, 38 ovarian cancer patients at different 
pathological grades (grade 1 (n = 6) , grade 2 (n = 8) and grade 3 (n = 
24)) were compared to a control group of eight healthy women. Serum 
samples were treated with a mixture of Affigel-Blue and protein A ( 5 : 1) 
for U to remove high abundance protein ( e. g. immunoglobulin and 
albumin) and were displayed using 11 cm, pH 4-7 isoelectric focusing 
strips for the first dimension and 10% acrylamide gel electrophoresis for 
the second dimension. Protein spots were visualised by SYPRO-Ruby 
staining, imaged by FX- imager and compared and analysed by PDQuest 
software. A total of 24 serum proteins were differentially expressed in 
grade 1 (P 0.05), 31 in grade 2 {P 0.05) and 25 in grade 3 (P 0.05) 
ovarian cancer patients. Six of the protein spots that were significantly 
upregulated in all groups of ovarian cancer patients were identified by 
nano-electrospray quadrupole quadrupole time-of -flight mass spectrometry 
(n-ESIQ (q)TOFMS) and matrix-assisted laser desorption ionisation 
time-of -flight mass spectrometry ( MALD I - TOFMS ) as isoforms of 
haptoglobin-1 precursor (HAP1) , a liver 

glycoprotein present in human serum. Further identification of the spots 
at different pathological grades was confirmed by Western blotting using 
monoclonal antibody against a haptoglobin epitope contained within HAP1. 
Immunohistochemical localisation of HAPl-like activity was present in 
malignant ovarian epithelium and stroma but strong immunostaining was 
present in blood vessels, areas with myxomatous stroma and vascular 
spaces. No tissue localisation of HAPl-like immunoreactivity was observed 
in normal ovarian surface epithelium. These data highlight the need to 
assess circulating concentration of HAP1 in the serum of ovarian cancer 
patients and evaluate its potential as a biomarker in the early diagnosis 
of ovarian cancer. 
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L4 ANSWER 1 OF 15 MEDLINE on STN 

TI Expression and recombination mechanism of SNC73 (IgHalphal) in 
human epithelial cancer cell line. 

AB OBJECTIVE: To study if the gene SNC73 (IgHalphal) is expressed 

in human epithelial cancer cell line and to interpret the recombination 
mechanism. METHODS: Human epithelial cancer cells of SW4 80 line were 
cultured. RT-PCR and Western blotting were used to examine the expression 
of SNC73, recombination activating gene 1 (RAG1) , and RAG2 . The 
RT-PCR products were confirmed by sequencing. Immunohistochemistry was 
used to detect the expression of IgHalphal, Igkappa, and Iglambda in these 
epithelial cancer cells. RESULTS: The human epithelial cancer cell line 
(SW480) positively expressed SNC73, RAG1 , and RAG2 . IgHalphal 
and Igkappa was strongly expressed in SW480 cells, but Iglambda was 
undetectable. The sequence of the constant region of SNC73 in 
SW480 cells is identical to that of IgAl . Both sequencing and Western 
blotting showed that the RAG1 and RAG 2 expressed in SW480 cells were 
identical to that expressed in pre-B lymphocytes. CONCLUSION: 
Immunoglobulin alpha-1 gene is expressed in non-lymphoid cells, which may 
be a potential genetic marker for the development of colorectal cancer. 
Recombination signal sequence (RSS) -mediated recombination may take part 
in the rearrangement of immunoglobulin alpha-1 gene in human epithelial 
cancer cell line. 
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L4 ANSWER 2 OF 15 MEDLINE on STN 

TI Expression of a novel immunoglobulin gene SNC73 in human cancer 
and non-cancerous tissues. 

AB AIM: To investigate the expression of immunoglobulin gene SNC73 

in malignant tumors and non-cancerous normal tissues. METHODS: Expression 

level of SNC73 in tumors and non-cancerous tissues from the same 

patient was determined by reverse transcription polymerase chain reaction 

and enzyme-linked immunosorbent assay (RT-PCR-ELISA) in 90 cases of 

malignant tumors, including colorectal cancer, gastric cancer, breast 

cancer, lung cancer and liver cancer. Analysis on the correlation of 

SNC73 expression with sex, age, site, grade of differentiation, 

depth of invasion, and metastases in colorectal cancer patients was made. 

RESULTS: Expression level of SNC73 in non-cancerous colorectal 

mucosa and colorectal cancerous tissues was 1 . 234+/-0 . 842 and 

0.737+/-0.731, respectively (P<0.01), with the mean ratio of 

7.134+/-14.092 (range, 0.36-59.54). Expression of SNC73 showed 

no significant difference among gastric cancer, breast cancer, lung cancer 

and liver cancer when compared with non-cancerous tissues (P>0.05) . No 

correlation was found between SNC73 expression level and various 

clinicopathological factors, including sex, age, site, grade of 

differentiation, depth of invasion and metastases of CRC patients. 

CONCLUSION: Down-regulat ion of SNC73 expression may be a 

relatively specific phenomenon in colorectal cancer. SNC73 is a 

potential genetic marker for the carcinongenesis of colorectal cancer. 

The relationship of SNC73 expression and carcinogenesis of 

colorectal cancer merits further study. 
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L4 ANSWER 3 OF 15 MEDLINE on STN 

TI Expression of a novel immunoglobulin gene SNC73 in human cancer 
and its significance. 

AB OBJECTIVE: To investigate the expression of a new immunoglobulin gene 
SNC73 in malignant tumor and normal tissue and its significance. 
METHODS: Expression level of SNC73 in tumors and normal tissues" 
was determined by reverse transcription-polymerase chain reaction and 
enzyme-linked immunosorbent assay (RT-PCR-ELISA) in 90 malignant tumors, 
including colorectal cancer, gastric cancer, breast cancer, lung cancer 
and liver cancer. Analysis on relation of SNC73 expression with 
age, sex, site, differentiation grade, depth of invasion and metastasis of 
colorectal cancer was made to assess the clinical significance of 
SNC73. RESULTS: Mean ratio of SNC73 expression level in 
normal mucosa and colorectal cancer tissue was 7.134 (P < o 01) 
Expression of SNC73 showed no significant difference among 



gastric cancer, breast cancer, lung cancer or liver cancer as compared 
with the control normal tissues (P > 0.05). CONCLUSION: Down-regulation 
of SNC73 expression is a relatively specific phenomenon in 
colorectal cancer for which development SNC73 may be a potential 
genetic marker. The study on relationship of SNC73 expression 
with development of colorectal cancer is promising. 
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ANSWER 4 OF 15 MEDLINE on STN 

Structure and expression of colorectal cancer related Immunoglobulin novel 
gene SNC73. 

OBJECTIVE: To study the structure and function of a colorectal 
cancer-associated gene SNC73 obtained by subtractive 

hybridization technique. METHODS: Direct sequencing was performed on cDNA 

of SNC73 gene. In situ-max fluorescence in situ hybridization 

was used in chromosome mapping of SNC73 . Expression of 

SNC73 in various cancer cell lines and differential expression 

between normal mucosa and colorectal cancer tissue were examined by 

Northern blotting and RT-PCR. Expression of SNC73 in colorectal 

epithelium was detected by in situ hybridization and in situ PCR. 

RESULTS: Open reading frame prediction showed that SNC73 encodes 

a peptide identical to the constant region of an IgA molecule in the 

carboxyl - terminus . The gene was mapped to human chromosome 14q32 . The 

expression of SNC73 in colorectal cancer tissue and that in 

normal mucosa was different (P < 0.05) . SNC73 was lowly 

expressed in colorectal epithelium. CONCLUSION: Decrease in SNC73 

expression may be a potential genetic marker for the development of 

colorectal cancer. An immunoglobulin alpha- 1 gene can be expressed in 

non-lymphoid cells. 
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TI Proteins and nucleic acids encoding same 

AB Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 
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TI Classification and prognosis prediction of acute lymphoblastic leukemia 

by gene expression profiling 

AB The present invention provides methods and compositions useful for 

diagnosing and choosing treatment for leukemia patients. The claimed 
methods include methods of assigning a subject affected by leukemia to a 
leukemia risk group, methods of predicting whether a subject affected by 
leukemia has an increased risk of relapse, methods of predicting whether 
a subject affected by leukemia has an increased risk of developing 
secondary acute myeloid leukemia, methods to aid in the determination of 
a prognosis for a subject affected by leukemia, methods of choosing a 
therapy for a subject affected by leukemia, and methods of monitoring 
the disease state in a subject undergoing one or more therapies for 
leukemia. The claimed compositions include arrays having capture probes 
for the differentially-expressed genes of the invention, computer 
readable media having digitally-encoded expression profiles associated 
with leukemia risk groups, and kits for diagnosing and choosing therapy 
for leukemia patients. 
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Method for the detection of gene transcripts in blood and uses thereof 
The present invention is directed to detection and measurement of gene 
transcripts in blood. Specifically provided is a RT-PCR analysis 
performed on a drop of blood for detecting, diagnosing and monitoring 
diseases using tissue-specific primers. The present invention also 
describes methods by which delineation of the sequence and/or 
quantitation of the expression levels of disease-associated genes allows 
for an immediate and accurate diagnostic/prognostic test for disease or 
to assess the effect of a particular treatment regimen. 
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Methods of diagnosis of ovarian cancer, compositions and methods of 
screening for modulators of ovarian cancer 

Described herein are genes whose expression are up-regulated or 
down-regulated in ovarian cancer. Related methods and compositions that 
can be used for diagnosis and treatment of ovarian cancer are disclosed 
Also described herein are methods that can be used to identify 
modulators of ovarian cancer. 
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Novel methods of diagnosis of metastatic colorectal cancer, compositions 
and methods of screening for modulators of metastatic colorectal cancer 
Described herein are methods and compositions that can be used for 
diagnosis and treatment of metastatic colorectal cancer. Also described 
herein are methods that can be used to identify modulators of metastatic 
colorectal cancer. 
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ANSWER 10 OF 15 US PAT FULL on STN 
Genes expressed in colon cancer 

The present invention relates to a combination comprising a plurality of 
cDNAs which are differentially expressed in colon cancer and which may 
be used in their entirety or in part as to diagnose, to stage to treat 
or to monitor the progression or treatment of colon cancer. 
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Non-genetic based protein disease markers 

Protein disease markers for obesity, osteoporosis, diabetes, 
osteoarthritis and hypertension are disclosed. These markers are not 
inherited or of genetic origin as they were not found in identical twins 
of the affected individual. Methods and uses for diagnostic, therapeutic 
and drug discovery are disclosed. 
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Novel combination of cDNAs which are differentially expressed in colon 

cancer, useful for detecting differential expression of one or more cDNAs 

in a sample containing nucleic acid samples. 

AAD59167 cDNA DGENE 

The present invention relates to combination of cDNAs which are 
differentially expressed in colon cancer. The invention is useful for 
producing and purifying antibody, utilized as markers for treatment 
efficacy against colon cancer. The invention is also useful for gene 
therapy. The present sequence is human SNC73 protein { 
SNC73) cDNA 

AAD59167 cDNA DGENE 

Novel combination of cDNAs which are differentially expressed 
in colon cancer, useful for detecting differential 
expression of one or more cDNAs in a sample containing 
nucleic acid samples . 
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Diagnosing and monitoring prostate disorders, by analysis of 26 gene 
transcripts that exhibit aberrant expression levels in prostate disorder 
tissues, and provides a means of early diagnosis - 
AAD0 73 60 DNA DGENE 

The patent discloses a method for diagnosing, prognosing or monitoring a 
prostate disorder which involves the analysis of 26 gene transcripts 
(referred as markers) that exhibit aberrant expression levels in prostate 
disorder tissues and provides a means of early diagnosis. This method is 
useful for diagnosing, prognosing or monitoring a prostate disorder. It 
also provides a means of distinguishing prostate cancer from benign 
prostatic hyperplasia (BPH) and for identifying potential anti-prostate 
disorder therapeutic compounds. The present sequence is a human DNA 
encoding SNC73 protein (referred as marker 11) . The 
SNC73 sequence is identified as an mRNA downregulated in 
colorectal cancer . 
ACCESSION NUMBER: AAD073 60 DNA DGENE 

TITLE: Diagnosing and monitoring prostate disorders, by analysis of 

2 6 gene transcripts that exhibit aberrant expression levels 
in prostate disorder tissues, and provides a means of early 
diagnosis - 

INVENTOR: Bull J H; Ellison G; Paskins L D 

PATENT ASSIGNEE: (ASTR) ASTRAZENECA AB . 
(ASTR) ASTRAZENECA UK LTD. 
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Human DNA encoding SNC73 protein (marker 11) 
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ANSWER 14 OF 15 EMBASE COPYRIGHT 20 04 ELSEVIER INC. ALL RIGHTS RESERVED, 
on STN 

Expression of a novel immunoglobulin gene SNC73 in human cancer 
and non-cancerous tissues. 

Aim: To investigate the expression of immunoglobulin gene SNC73 
in malignant tumors and non-cancerous normal tissues. Methods: Expression 
level of SNC73 in tumors and non- cancerous tissues from the 
same patient was determined by reverse transcription polymerase chain 
reaction and enzyme-linked immunosorbent assay (RT-PCR-ELISA) in 90 cases 
of malignant tumors, including colorectal cancer, gastric cancer, breast 
cancer, lung cancer and liver cancer. Analysis on the correlation of 
SNC73 expression with sex, age, site, grade of differentiation, 
depth of invasion, and metastases in colorectal cancer patients was made. 
Results: Expression level of SNC73 in non-cancerous colorectal 
mucosa and colorectal cancerous tissues was 1.234+0.842 and 
0.737±0.731, respectively (P<0.01), with the mean ratio of 
7.134+14.092 (range, 0.36-59.54). Expression of SNC73 showed 
no significant difference among gastric cancer, breast cancer, lung cancer 
and liver cancer when compared with non-cancerous tissues (P>0.05). No 
correlation was found between SNC73 expression level and various 
clinicopathological factors, including sex, age, site, grade of 
differentiation, depth of invasion and metastases of CRC patients. 
Conclusion: Down-regulation of SNC73 expression may be a 
relatively specific phenomenon in colorectal cancer. SNC73 is a 
potential genetic marker for the carcinogenesis of colorectal cancer. The 
relationship of SNC73 expression and carcinogenesis of 
colorectal cancer merits further study. 
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STN 

TI Expression of a novel immunoglobulin gene SNC73 in human cancer 
and its significance. 

AB Objective To investigate the expression of a new immunoglobulin gene 
SNC73 in malignant tumor and normal tissue and its significance. 
Methods Expression level of SNC73 in tumors and normal tissues 
was determined by reverse transcription-polymerase chain reaction and 
enzyme-linked immunosorbent assay (RT-PCR-ELISA) in 90 malignant tumors, 
including colorectal cancer, gastric cancer, breast cancer, lung cancer 
and liver cancer. Analysis on relation of SNC73 expression with 



age, sex, site, differentiation grade, depth of invasion and metastasis of 
colorectal cancer was made to assess the clinical significance of 
SNC73. Results Mean ratio of SNC73 expression level in 
normal mucosa and colorectal cancer tissue was 7.134 (P < 0.01). 
Expression of SNC73 showed no significant difference among 
gastric cancer, breast cancer, lung cancer or liver cancer as compared 
with the control normal tissues (P > 0.05). Conclusion Down- regulation of 
SNC73 expression is a relatively specific phenomenon in colorectal 
cancer for which development SNC73 may be a potential genetic 
marker. The study on relationship of SNC73 expression with 
development of colorectal cancer is promising. 
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ANSWER 1 OF 4 US PAT FULL on STN 

Gene sequence variations with utility in determining the treatment of 
disease, in genes relating to drug processing 

Methods for identifying and utilizing variances in genes relating to 
efficacy and safety of medical therapy and other aspects of medical 
therapy are described, including methods for selecting an effective 
treatment . 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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Gene sequence variations with utility in determining 
the treatment of disease, in genes relating to drug 
processing 

Stanton, Vincent P., JR., Belmont, MA, UNITED STATES 
Variagenics, Inc., a Delaware corporation (U.S. 
corporation) 
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Tumor necrosis factor receptor 2 

The present disclosure describes the use of genetic variance information 
for genes involved in inflammatory or immunologic disease, disorder, or 
dysfunction. The variance information is indicative of the expected' 
response of a patient to a method of treatment. Methods of determining 
relevant variance information and additional methods of using such 
variance information are also described. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TI Non-genetic based protein disease markers 

AB Protein disease markers for obesity, osteoporosis, diabetes, 

osteoarthritis and hypertension are disclosed. These markers 
are not inherited or of genetic origin as they were not found in 
identical twins of the affected individual. Methods and uses for 
diagnostic, therapeutic and drug discovery are disclosed. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
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TITIjE: Non-genetic based protein disease markers 
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Pieper, Rembert, Washington, DC, UNITED STATES 
Taylor, John, JR., Clayton, NC, UNITED STATES 
Steiner, Sandra, Gaithersburg, MD, UNITED STATES 
Anderson, N. Leigh, Washington, DC, UNITED STATES 

NUMBER KIND DATE 



PATENT INFORMATION: US 2002072492 Al 20020613 

APPLICATION INFO.: US 2001-886271 Al 20010622 (9) 

RELATED APPLN . INFO.: Continuation- in-part of Ser. No. US 2000-660242, filed 

on 12 Sep 2 000, PENDING 
DOCUMENT TYPE: Utility 
FILE SEGMENT: APPLICATION 

LEGAL REPRESENTATIVE: Dean H. Nakamura, Roylance Abrams Berdo & Goodman, 13 00 

19th Street, N.W. , Washington, DC, 20036 
NUMBER OF CLAIMS: 55 
EXEMPLARY CLAIM: 1 

NUMBER OF DRAWINGS: 10 Drawing Page(s) 
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TI Nucleic acids, proteins and antibodies 

AB This invention relates to newly identified tissue specific cancer 

associated polynucleotides and the polypeptides encoded by these 
polynucleotides herein collectively known as "cancer antigens," and to 
the complete gene sequences associated therewith and to the expression 
products thereof, as well as the use of such tissue specific cancer 
antigens for detection, prevention and treatment of tissue specific 
disorders, particularly the presense of cancer. This invention relates 
to the cancer antigens as well as vectors, host cells, antibodies 
directed to cancer antigens and recombinant and synthetic methods for 
producing ^ the same. Also provided are diagnostic methods for diagnosing 
and treating, preventing and/or prognosing tissue specific disorders, 
including cancer, and therapeutic methods for treating such disorders. 
The invention further relates to screening methods for identifying 
agonists and antagonists of cancer antigens of the invention. The 
present invention further relates to methods and/or compositions for 
inhibiting the production and/or function of the polypeptides of the 
present invention . 
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ANSWER 1 OF 1 MEDLINE on STN 

Coronary heart disease risk prediction in the Atherosclerosis Risk in 
Communities (ARIC) study. 

Risk prediction functions for incident coronary heart disease (CHD) were 
estimated using data from the Atherosclerosis Risk in Communities (ARIC) 
Study, a prospective study of CHD in 15,792 persons recruited in 1987-1989 
from four U.S. communities, with follow-up through 1998. Predictivity of 
which individuals had incident CHD was assessed by increase in area under 
ROC curves resulting from adding nontraditional risk factors and markers 
of subclinical disease to a basic model containing only traditional risk 
factors. We also assessed the increase in population attributable risk 
The additional factors were body mass index; waist-hip ratio; sport 
activity index; forced expiratory volume; plasma fibrinogen, factor VIII 
von Willebrand factor, and Lp(a); heart rate; Keys score; pack-years 
smoking; and subclinical disease marker carotid 

intima-media thickness. These factors substantially improved prediction 
of future CHD for men, less for women, and also increased attributable 
risks . 

2003445840 MEDLINE 
PubMed ID: 14505774 

Coronary heart disease risk prediction in the 
Atherosclerosis Risk in Communities (ARIC) study. 
Chambless Lloyd E; Folsom Aaron R; Sharrett A Richey; 
Sorlie Paul; Couper David; Szklo Moyses; Nieto F Javier 
Department of Biostatistics , University of North Carolina 
CB #8300, 137 East Franklin Street, Suite 400, Bank of 
America Center, Chapel Hill, NC 27514-4145, USA.. 
wchambless@unc.edu 
N01-HC-55 015 (NHLBI) 
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Journal of clinical epidemiology, (2003 Sep) 56 (9) 880-90. 
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TI The emerging value of P-selectin as a disease marker. 

AB Activated platelets are key components in many arterial disorders. 

P-selectin is an activation-dependent platelet receptor, which is also 
identified in endothelial cells. Together with E- and L-selectin it 
constitutes the selectin family. These transmembrane proteins have 
continued to attract great interest as they support rapid and reversible 
cell adhesion in flow systems and thus play an essential role in 
multicellular interactions during thrombosis and inflammation. Similarly 
to other lectins, selectins bind to different glycoconjugates with varying 
affinities. Protein ligands, equipped with the appropriate carbohydrate 
and sulfate moieties for P-selectin binding, have been identified in 
normal peripheral blood leukocytes and several non-hematopoietic organs, 
as well as on cancer cells. For diagnostic purposes, P-selectin can 
readily be detected on the platelet surface by flow cytometry and by ELISA 
as a soluble ligand in the plasma. Along with other markers, these data 
can be used in the assessment of platelet activation status. Such results 
bear clinical significance since P-selectin has been implicated in the 
pathogenesis of wide-spread disorders including coronary artery disease, 
stroke, diabetes and malignancy. 
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ANSWER 2 OF 19 MEDLINE on STN 

Rapid determination of acetone in human plasma by gas chromatography-mass 
spectrometry and solid-phase microextraction with on-fiber derivatization 
Acetone is an important volatile disease marker. Due 
to its nature of activity and volatility, it is a difficult task to 
measure the concentration of acetone in biological samples with accuracy 
In this paper, we developed a novel method for determination of trace 
amount acetone in human plasma by solid-phase microextraction technique 
with on-fiber derivatization. In this method, the 

poly(dimethylsiloxane)/divinylbenzene (PDMS/DVB) fiber was used and 
0-2,3,4,5,6- (pentafluorobenzyl) hydroxylamine hydrochloride (PFBHA) was 
first loaded on the fiber. Acetone in plasma sample was agitated into 
neadspace and extracted by solid-phase microextraction (SPME) fiber and 
subsequently derivatized with PFBHA on the fiber. Acetone oxime was 
analyzed by gas chromatography-mass spectrometry (GC-MS) . Quantitative 
analysis of acetone in plasma was carried out by using external standard 
method. The SPME conditions (extraction temperature and time) and the 
method validation were studied. The present method was tested by 
determination of acetone in diabetes plasma and normal plasma 
Acetone concentration in diabetes plasma was found to be higher 
than 1.8mM, while in normal plasma was lower than 0.017 mM. The results 
show that the present method is a potential tool for diagnosis of 
diabetes . 
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Rapid determination of acetone in human plasma by gas 
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Coronary heart disease risk prediction in the Atherosclerosis Risk in 
Communities (ARIC) study. 

Risk prediction functions for incident coronary heart disease (CHD) were 
estimated using data from the Atherosclerosis Risk in Communities (ARIC) 
Study a prospective study of CHD in 15,792 persons recruited in 1987-1989 
trom four U.S. communities, with follow-up through 1998. Predictivity of 



which individuals had incident CHD was assessed by increase in area under 
ROC curves resulting from adding nontraditional risk factors and markers 
of subclinical disease to a basic model containing only traditional risk 
factors. We also assessed the increase in population attributable risk. 
The additional factors were body mass index; waist-hip ratio- sport 
activity index; forced expiratory volume; plasma fibrinogen, ' factor vill 
von Willebrand factor, and Lp(a); heart rate; Keys score; pack-years 
smoking; and subclinical disease marker carotid 

intima-media thickness. These factors substantially improved prediction 
of future CHD for men, less for women, and also increased attributable 
risks . 
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TI Testing for population subdivision and association in four case-control 
studies . 



AB 



Population structure has been presumed to cause many of the unreplicated 
disease -marker associations reported in the literature, 

yet few actual case -control studies have been evaluated for the presence 
of structure. Here, we examine four moderate case-control samples 
comprising 3,472 individuals, to determine if detectable population 
subdivision is present. The four population samples include: 500 U S 
whites and 236 African Americans with hypertension; and 500 U S whites 
and 500 Polish whites with type 2 diabetes, all with matched 
control subjects. Both diabetes populations were typed for the 

^tffh P r 12A J a ? 0l ^? hiSm ' t0 re P licate this well-supported association 
(Altshuler et al. 2000) . In each of the four samples, we tested for 

structure, using the sum of the case-control allele frequency chi(2) 

statistics for 9 STR and 35 SNP markers (Pritchard and Rosenberq 1999) 

We found weak evidence for population structure in the African American 

sample only, but further refinement of the sample, to include only 

individuals with U.S. -born parents and grandparents, eliminated the 

stratification. Our examples provide insight into the factors affectinq 

the replication of association studies and suggest that carefully matched, 

moderate-sized case-control samples in cosmopolitan U.S. and European 

populations are unlikely to contain levels of structure that would result 

m significantly inflated numbers of false-positive associations We 

explore the role that extreme differences in power among studies due to 



COMMENT : 



sample size and risk-allele frequency differences, may play in the 
replication problem. 
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TI The natural history of renal disease in Australian Aborigines Part 2 
Albuminuria predicts natural death and renal failure 

AB BACKGROUND : The purpose of this study was to describe the relationship of 
albuminuria and glomerular filtration rate (GFR) with natural death and 
renal failure m an Australian Aboriginal community with high rates of 
renal disease. METHODS: Study subjects were 825 adults (18+ years mean 
33.6 years) or 88% of adults in a remote community who participated in a 
health screening program offered between 1990 and 1997 The urinary 
albumin: creatinine ratio (ACR; g/mol) was used as the renal 
disease marker. Participants were followed for 1.0 to 
9.8 years (mean 5.8 years) until renal failure, death, the start of 
systematic antihypertensive/renal-protective treatment or June 30 2000 
RESULTS: Sixty-five people reached a terminal end point of renal failure 
or natural death. Sixteen people developed terminal renal failure all of 
whom had an ACR of 34+ at baseline exam. There were 49 other natural 
deaths, which were also strongly correlated with increasing ACR and 
decreasing GFR over a wide range. This was observed in people without 
diabetes and m people with normal and elevated blood pressures 
It applied to deaths associated with cardiovascular disease and* to deaths 
without an assigned primary or underlying cardiovascular or renal cause 
With adjustment for age, the association with death was more robust with 
ACR than GFR. When compared with people with an ACR <3.4, the hazard 
ratio (HR; 95% CI) for nonrenal natural death of persons with an ACR 3 4 
to 33 was 3.0 (1.1 to 8.4), with an ACR 34 to 99, it was 5.4 (1 8 to 

15 "^ , . a ^ i 5 h a V CR 10 ° + ' ifc WaS 6 ' 5 (2 "° to 21 >' Regression equations 
predicted that each tenfold increase in the ACR was associated with a 

3.7-fold increase in all-cause natural death: a> 400-fold increase in 

renal deaths, a 4-fold increase in cardiovascular deaths, and a 2 2-fold 

increase m nonrenal noncardiovascular deaths. Eighty-four percent of 

rn^TCTL na ^ al WaS associated wi th pathologic albuminuria. 

CONCLUSION: All renal failure develops out of a background of persistent 
albuminuria m this population. More important, albuminuria and 
inversely, GFR are powerful markers of risk for nonrenal natural ' death 
including, but not restricted to, cardiovascular deaths. Most of the risk 
for premature death can be assessed by a simple urine test and 
interventions that prevent development and progression of albuminuria and 
loss of GFR should not only prevent renal insufficiency, but powerfully 
reduce mortality from natural causes as well 
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Antibodies to SOX13 (ICA12) are associated with type 1 diabetes. 
SOX13 is an islet cell autoantigen (ICA12) , identified by antibody 
screening of an islet cDNA library, using sera from patients with Type 1 
diabetes. We ascertained the frequency of antibody reactivity to 
SOX13 ^ and ^ compared it with other Type 1 diabetes autoantibody 
reactivities. Antibodies were measured by radioimmunoprecipitation (RIP) 
using (35) S labelled SOX13 expressed in rabbit reticulocyte lysate. Sera 
from 109 subjects with Type 1 diabetes, 29 with Type 2 
diabetes, 144 with other autoimmune diseases and from 201 controls 
were tested for anti-SOX13, and results were compared with the frequency 
of antibodies to glutamic acid decarboxylase (anti-GAD) , islet cell 
antigen 512 (anti-ICA512) and islet cell cytoplasm (ICA) . Anti-SOX13 were 
detected in 20 (18.3%) of 109 subjects with Type 1 diabetes, and 
more frequently in adults than in children (29% vs 10%) . Anti-SOX13 
usually occurred with anti-GAD but rarely with anti-ICA512. Seven sera 
positive for anti-SOX13 did not react with either GAD, ICA512 or islet 
cell cytoplasm indicating that anti-S0X13 represented a distinct 
population of antibodies. Reactivity to SOX13 represents a further 
autoantibody response in adults with Type 1 diabetes and may 
provide a useful disease marker in subjects in whom 
other autoantibody tests are negative. 
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The multidimensional nature of renal disease: rates and associations of 
albuminuria m an Australian Aboriginal community. 

BACKGROUND: An epidemic of end-stage renal disease (ESRD) is accompanying 
the rising rates of hypertension, type 2 diabetes and 



cardiovascular disease among Aborigines in the Northern Territory of 
Australia. Incidence rates are now 21 times those of nonAboriginal 
Australians and are doubling every four years. We describe the rates and 
associations of renal disease in one remote community, which has a current 
ESRD incidence of 2700 per million, and cardiovascular mortality amonq the 
highest in Australia. METHODS : Between 1992 and 1995 a community -wide 
screening program was conducted, in which the urinary albumin/creatinine 
ratio (ACR) was used as the chief renal disease marker 
. More than 90% of the population ages five and older participated 
RESULTS: Albuminuria was evident in early childhood and increased 
dramatically with age; 26% of adults had microalbuminuria and 24% had 
overt albuminuria. All renal failure developed out of a background of 
overt albuminuria. ACR was significantly correlated with the presence of 
scabies at screening, with a history of poststreptococcal 

glomerulonephritis, which is epidemic and endemic in the community with 
increasing body wt, blood pressure, glucose, insulin and lipid levels and 
with evidence of heavy drinking. ACR was also significantly and inversely 
correlated with birth weight. As a result of its association with 
deteriorating hemodynamic and metabolic profiles, increasing ACR was also 
correlated with increasing cardiovascular risk score. Direct observations 
showed, and multivariate models predicted, progressive amplification of 
ACR when multiple risk factors were present simultaneously. Albuminuria 
also clustered in families. Conclusion: Renal disease in this population 
is multifactorial, with risk factors related to whole-of -life nutrition 
metabolic and hemodynamic profiles, infections, health behaviors and ' 
possibly a family predisposition. Its relationship to low birth' weight 
and its associations with deteriorating metabolic and hemodynamic 
profiles, suggest that renal disease is, in part, a component of Syndrome 
X, which explains the simultaneous increase in metabolic, cardiovascular 
and renal disease in Aboriginal people. The family clustering might have 
both environmental and genetic causes, and is under further investigation. 
^, of the identified risk factors arise out of poverty, disadvantage and 
accelerated lifestyle change, and the current epidemic can be explained by 
the confluence of many risk factors in the last few decades The 
introduction of effective and sustained programs to address social 
economic and educational inequities in all Aboriginal communities, ' and of 
screening and renal- and cardiovascular-protective treatment programs for 
those already afflicted are matters of great urgency 
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TI A likelihood ratio test for detecting patterns of disease- 
marker association. 

AB A likelihood ratio test of disease-marker association 

is proposed based on the observation of marker alleles transmitted from 
parents to affected children. The proposed association test has the 



SOURCE : 



AB 



advantage of identifying the population pattern of disease- 
marker association, differentiating between marker alleles that 
are positively and negatively associated with the disease. The power of 
the test for detecting association is evaluated and compared with three 
existing multi-allelic tests for some specific disease- 
marker association patterns. The power of the parametric tests 
depends crucially on the pattern of disease-marker 

association. An over-parameterised association model is less detrimental 
m terms of power than an under parameterised model 
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TI Antibodies to bovine serum albumin (BSA) in type 1 diabetes and 
other autoimmune disorders. 

Clinical and experimental studies have delineated a link between dietary 
cow milk protein and the development of insulin-dependent diabetes 
mellitus (IDDM), and bovine serum albumin (BSA) was proposed as one 
candidate mediator of this effect. The demonstration of anti-BSA 
antibodies in new onset type 1-diabetic children from Finland initiated a 
controversial debate on the utility of BSA antibodies as a disease 
marker and on the role of BSA in IDDM. Here we analyzed BSA 
antibodies in newly diagnosed type 1-diabetic patients and their first 
degree relatives, patients with other autoimmune diseases, and children 
with Down's syndrome from Germany. Blinded serum samples (n = 308) were 
screened for IgG anti-BSA antibodies by particle concentration 
f luoroimmunoassay (PCFIA) . The prevalence of elevated BSA antibodies in 
newly diagnosed type 1-diabetic patients was low (11%), although mean BSA 
antibody levels were significantly increased in diabetic patients as 
compared to controls (1.94 +/- 1.51 vs. 0.97 +/- 0.93 kFU, p < 0 0007) 
Mean BSA antibody levels were also increased in ICA+ and/or IAA+ first 
degree relatives (1.32 +/- 0.43, p < 0.002) and in children with Down's 
syndrome (3.01 +/- 1.93, p < 0.0007), but not in the other autoimmune 
disorders tested. The low prevalence of elevated anti-BSA levels in IDDM 
patients limits the clinical usefulness of this immune marker We 
conclude that current anti-BSA assays do not substantially contribute to 
the prediction and diagnosis of IDDM. 
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TI High prevalence of autoantibodies to glutamic acid decarboxylase in 

long-standing IDDM is not a marker of symptomatic autonomic neuropathy 
Immune reactivity to the enzyme glutamic acid decarboxylase (GAD) a 
pancreatic islet autoantigen, is present at the diagnosis of 
insulin-dependent diabetes mellitus (IDDM) . Because GAD is also 
highly expressed in the nervous system, we investigated the presence of 
autoantibodies to the isoform GAD65 in patients with diabetic neuropathy 
which is a debilitating complication of the disease. We studied 39 
patients with autonomic and somatic neuropathy, 28 patients matched for 
age and IDDM duration, and 13 patients with a shorter duration of IDDM 
all with no diabetic complications, as well as 50 recently diagnosed ' 
diabetic patients, 23 neurologic patients with idiopathic autonomic 
failure unrelated to IDDM, and 72 healthy subjects. An 
immunoprecipitation radioligand assay was used to detect anti-GAD65 
autoantibodies with in vitro transcribed and translated human islet GAD65 
as antigen. Autoantibodies to GAD65 were present in 56% of the diabetic 
patients with neuropathy, 57% of the long-duration and 69% of the 
short -duration diabetic control subjects, 78% of the recently diagnosed 
patients, and 13% of the nondiabetic neuropathic patients. Among the 
diabetic patients with neuropathy, there was no correlation between the 
presence of anti-GAD65 antibodies and the presence of autoantibodies to 
sympathetic ganglia, vagus nerve, or adrenal medulla structures identified 
by immunofluorescence. Our study shows that anti-GAD65 antibodies are 
present ma high proportion of patients with diabetic neuropathy but are 
not exclusively associated with it, rendering it unlikely that they have a 
role as a disease marker or that they are 
pathogenetic. (ABSTRACT TRUNCATED AT 250 WORDS) 
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" L e ™M ial | C acid, * risk f actor for cardiovascular disease, is increased 
in IDDM patients with microalbuminuria and clinical proteinuria 

AB OBJECTIVE--An elevated serum sialic acid concentration has recently been 

shown to be a potent cardiovascular risk factor in the general population. 



AUTHOR : 



Because clinical proteinuria is associated with a high frequency of 
cardiovascular disease, and because microalbuminuria predicts the 
development of renal and cardiovascular disease in diabetes, we 
investigated whether serum sialic acid levels are increased in 
insulin-dependent diabetes mellitus (IDDM) patients with 

microalbuminuria or clinical proteinuria. RESEARCH DESIGN AND METHODS --We 
tt"i ie * 22 P ati e nt s with IDDM who had a normal urinary albumin excretion 
rate, 2 3 patients who had microalbuminuria, and 23 patients with clinical 
proteinuria. The patients were matched for age, sex, duration of 
diabetes, GHb levels, and body mass index (BMI) . Fasting blood 
samples were taken for measurement of sialic acid, cholesterol, 
triglyceride, creatinine, and GHb. RESULTS- -Serum sialic acid was 
significantly higher in the microalbuminuric patients compared with the 
normoa buminuric group (mean +/- SD : 1.93 +/- 0.26 vs. 1.76 +/- 0.27 mM P 
< 0.01) Moreover serum sialic acid was also significantly higher in the 
group with clinical proteinuria compared with the microalbuminuric 
patients (2.34 +/- 0.24 vs. 1.93 +/- 0.26 mM, P < 0.001). Serum sialic 
acid was not related independently to age, BMI, diabetes 
duration, GHb, blood pressure, serum cholesterol, triglyceride or 
creatinine concentration in any of the diabetic groups 
CONCLUSIONS- -These observations suggest that the serum 'sialic acid 
concentration is raised in IDDM patients with both microalbuminuria and 
clinical proteinuria and may play a role as a cardiovascular risk factor 
or disease marker in these conditions. 
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TI SL^ e !^? dent associa ^ ion between a tumor necrosis factor-alpha promotor 
region polymorphism and insulin-dependent diabetes mellitus 
Several studies have implicated tumor necrosis factor (TNF) -alpha in the 
pathogenesis of insulin-dependent diabetes mellitus (IDDM) in 
the present study we analyzed the first reported TNF-alpha qene 
polymorphism in relation to IDDM. We have made frequence analysis and 
tested in yitro lipopolysaccharide (LPS) -induced TNF-alpha secretion A 
significant difference in allele frequency was observed between patients 
and controls (p = 0.03). However, a very strong association of Ihe 
uncommon TNF2 allele was observed with the HLA-B8, -DR3 alleles Th P 
relative risk (RR) of TNF2 was 2.2 compared to a RR of 3.1 for DR3 One 
reason for this difference was the identification of the TNF1 allele on 
™!™ W1Se Stron 9 1 y IDDM-associated HLA-DR3 haplotype : DQB1*0201 
DQA1*0501, DRB1*0301, TNFc2 , TNFB*2 , TNFal , TNFbS, B18 Thus the 
IDDM-associated TNF2 allele had no DR3- independent value as a' 
disease marker. The LPS-induced TNF-alpha production by 
human monocytes in relation to genotypes demonstrated that TNF1/2 
heterozygous individuals had higher, though not statistically 
significantly (p = 0.08) levels than TNF 1 -homozygous subjects. However 



AB 



this difference was rather small, unlikely to be of biological 
significance and based on the present material we cannot establish the 
functional importance of this polymorphism. 
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Advanced glycosylation end products: a new disease 
marker for diabetes and aging. 

Advanced glycosylation end products (AGEs ) are a potentially useful marker 
for monitoring glycemic control, predicting the risk of diabetes 
- and aging-associated clinical complications, and monitoring the 
treatment of patients with micro- and macrovascular diseases, including 
retinopathy, atherosclerosis, nephropathy, and neuropathy. AGEs or 
AGE-protems are derived from nonenzymatically glycated proteins (Amadori 
products) after further cross^linking with other proteins and additional 
rearrangement. AGE-proteins can be assayed by either radioreceptor or 
immunoassays in blood and tissues. No commercial kit is available at this 
time. 
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HLA-DQB1 alleles and absence of Asp 57 as susceptibility factors of IDDM 
m Finland. 

^ ?* S ? TT een P r °P° sed tha t negatively charged aspartic acid at position 57 
of the HLA-DQ beta-chain determines resistance to development £f 10n 
insulin-dependent diabetes mellitus (IDDM), whereas genetic 
susceptibility to IDDM correlates with a neutral amino acid residue The 

H^IT ° W ±n 0riental Populations with high frequencies of 

Asp 57 This raises a question whether the high incidence of IDDM in 
Finland could be explained by the distribution of this disease 
marker, m this study, the polymerase chain reaction products of 



86 diabetic patients and 115 nondiabetic control subjects were analyzed 
with seven sequence-specific oligonucleotide probes. Only 25.5% of the 
diabetic subjects were phenotyped as Asp 57+ compared to 82% of control 
subjects, which suggests that Asp 57 negativity is a definite risk marker 
for developing IDDM in Finnish patients. However, the susceptibility 
conferred by various non-Asp and Asp haplotypes was not equally strong- 
DQw8 was the most important risk marker and DQw6 the most protective one 
The frequency of Asp 57+ DQw4 was similar in diabetic patients and control 
subjects. The highest genotype -associated relative risk was defined bv 
DQw2/DQw8 heterozygosity (RR 91), whereas it was 13 for non-Asp 
homozygosity. in the control subjects, the frequency of Asp 57+ 
phenotypes was higher than in several white populations with lower IDDM 
incidence figures. We conclude that the disease risk in Finland appears 
to be most strongly related to specific Asp 57- alleles, although other 
HLA- or non-HLA-associated genes may also contribute to IDDM 
susceptibility in this population. 
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TI Complement component 3 (C3) genetics and diabetes mellitus 
AB Complement component 3 (C3) phenotype and allele frequencies were defined 
in 312 patients with type-1 diabetes (insulin-dependent 
diabetes mellitus), 256 patients with type-2 diabetes 
(non-insulin-dependent diabetes mellitus), 114 apparently 
non-diabetic first-degree relatives of type-1 diabetics, in 10 families 
(29 members) with a familial history of type-1 or type-2 diabetes 
, in 181 patients with coronary heart disease and 255 subjects with 
arterial hypertension. 512 blood donors served as controls. All persons 
investigated were Europeans. There is no evidence that genes linked to C3 
influence susceptibility to type-1 and type-2 diabetes and to 
their late complications as well as to atherosclerosis and essential 
hypertension. The distribution of apolipoprotein E phenotypes in patients 
and controls was likewise not significantly different. The combined 
evaluation of data from linked genes (C3 and apo E) could not improve the 
results. Deductions of C3 as a genetic disease marker 
have to be interpreted with caution. 
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TI Disease associations. Chance, artifact, or susceptibility genes*? 

AB Numerous genes that might contribute to the development of 

diabetes mellitus and/or its complications have been isolated and 
characterized. One approach to determining whether these "candidate" 
genes influence susceptibility to diabetes is to compare the 
frequency of a DNA marker (s) (restriction-fragment -length polymorphism) 
for each gene is appropriately matched groups of patients and control 
subjects. The identification of a DNA-marker association would suggest 
that genetic variation at this gene may increase or reduce the risk of 
developing diabetes. However, the absence of an association 
does not necessarily imply that this gene does not contribute to the 
development of diabetes. We discuss the genetic rationale of 
disease association studies and the importance of sample size and 
disease-marker allele frequencies in these studies 
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TI Cell-mediated immunity in the aetiopathogenesis of insulin-dependent (type 
I) diabetes mellitus. ^ 

AB We have investigated lymphocyte subpopulation levels with monoclonal 

antibodies in newly diagnosed insulin-dependent (type I) diabetics and in 
unaffected siblings of type I diabetic probands with islet cell 
antibodies. Our data show that in newly diagnosed diabetics there is 1) 
decrease in T cells with suppressor phenotype, 2) an increase of T cells 
with cytotoxic phenotype and 3) the presence of "activated" T cells. The 
latter have also been found in some unaffected siblings with islet cell 
antibodies. These results suggest that cellular immune alterations are 
present, not only at diagnosis, but also in normal but "susceptible" 
individuals. "Activated" T cells could be a "disease" 
marker, but their better definition in terms of specificity should 
be established. 
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TI A general model for disease-marker association. 
AB A general model for analysing disease-marker 

associations from a random sample of patients and controls is given 
assuming an arbitrary number of marker and disease susceptibility alleles 
LZ^ °? ^ testing the goodness-of -f it of various disease susceptibility 
models to the observed distribution of genotypes at the marker locus in 
patient and control samples is given. The method is demonstrated using a 
recently published data set on type I diabetes 
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TI The modes of inheritance of insulin-dependent diabetes mellitus 

or the genetics of IDDM, no longer a nightmare but still a headache 
The discovery of HLA antigen associations with juvenile-type 
insulin-dependent diabetes mellitus (IDDM) provided stronq 
evidence separating this disorder, or group of disorders, from 
maturity- type noninsulin-dependent diabetes, as well as adding 

S^TVr^ f ° r i mmunol °9ic pathogenesis. In addition, it was 

hoped that the use of these disease-marker 

^n^^ i0nS in a PPf?P ri *te studies might clarify the genetics of IDDM. 
While these associations have provided a useful tool to further 
investigate the genetics and pathogenesis of IDDM, the mode or modes of 
inheritance of this group of disorders remain an area of great 

^W?^ Sy " Susce f ibilit y to IDDM is currently being proposed as being 
inherited as a single autosomal dominant, as a single autosomal recessive 
as recessive and some dominant forms, in an intermediate gene dosagT 
model, in a heterogeneous three-allele or two HLA loci model, and as a 
two-locus disorder. The arguments for each of these proposals is 
presented, as well as the problems of each. We surmise that the weight of 
evidence supports the heterogeneity hypothesis but that the modes of 

identify the diabetogenic genotype, rather than being limited in our 
investigations to the study of only full-blown clinical dis^l 
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TI Retinopathy in type II diabetes mellitus associated with 
above -normal urinary excretion of RBP. 

We performed a cross-sectional study on the urinary excretion profiles of 
albumin (a marker of glomerular dysfunction) and retinol -bindinq protein 
(a low molecular mass protein marker of renal proximal 

tubular dysfunction) in non-insulin dependent (Type II) diabetics with or 
without retinopathy. The urinary excretion of both proteins in ' 
particular retinol -binding protein, was significantly higher' in uatients 
with background/proliferative retinopathy compared to patients without 



AB 



retinopathy. The degree of retinopathy correlated to the urinary 
excretion of albumin (P < 0.005) and retinol -binding protein (P < 0.0001) 
Retinopathy occurred at a higher frequency in patients with above-normal 
urinary excretion of retinol-binding protein, both in the absence or 
presence of micro/macroalbuminuria . The frequency of retinopathy amonq 
micro/macroalbummuric patients with a normal urinary excretion of 
retinol -binding protein did not differ significantly from that observed i 
patients with a normal urinary excretion of both proteins. We cannot 
explain the association between retinopathy and proximal tubular 
dysfunction in Type II diabetes. However, it is possible that 
both phenomena are related to a common pathogenetic factor 
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Low-molecular-mass proteinuria as a marker of proximal renal tubular 

dysfunction m normo- and microalbuminuric non-insulin-dependent diabetic 
sujdj ects . 

We determined the urinary excretion, expressed as the protein/creatinine 
ratio (morning urines), of albumin (a marker of glomerular dysfunction) 
and retinol -binding protein (RBP ; a low-molecular-mass protein 
marker of tubular proteinuria) in 102 non-insulin-dependent 
diabetic patients. There was a statistically significant (P < o 0001) 
correlation (rho = 0.38) between the urinary excretion values of the two 
proteins. The population could be divided into four subgroups: 32 with 
normal excretion values, 15 with above-normal urinary excretion of RBP 24 
with above-normal urinary excretion of albumin, and 31 patients with ' 
above-normal urinary excretion of both proteins. No patients had 
above -normal serum creatinine concentrations or above -normal serum RBP 
concentrations This seems to exclude "tubular overflow proteinuria" as 
' h C l Se .° f *he ^creased urinary excretion of RBP seen in some patients 
with non-insulm-dependent diabetes. Our data suggest the 
presence of a state of proximal tubular dysfunction in these patients 
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Low-molecular-mass proteinuria as a marker of proximal 
renal tubular dysfunction in normo- and microalbuminuric 
non-insulin-dependent diabetic subjects. 
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Diabetic retinopathy related to degree of albuminuria and tubular (low 
molecular weight) proteinuria in insulin-dependent (type I) 
diabetes mellitus. 

The urinary excretion of albumin (a marker of glomerular damage) and 
retinol binding protein (a low molecular weight protein 
marker of tubular dysfunction) was determined by sensitive 
immunochemical methods in 110 insulin-dependent (Type I) diabetic 
patients. We observed a statistically significant correlation between the 
urinary excretion levels of both proteins, in particular albumin, and the 
degree of retinopathy. The incidence of macroalbuminuria and tubular 
proteinuria was significantly higher in patients with manifest background 
retinopathy and proliferative retinopathy as compared to patients with no 
or slight retinopathy. The duration of diabetes was 

significantly correlated to the degree of retinopathy, but not to the 
urinary excretion of albumin and retinol binding protein. 
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TI New non-genetic based protein disease markers for obesity, osteoporosis, 
diabetes, osteoathritis and hypertension, useful in diagnosis and 
monitoring of treatment for these diseases and to screen for therapeutic 

compounds . 

AN 2002-362307 [39] WPIDS 

AB WO 200222165 A UPAB : 20020621 

NOVELTY - Non-genetic based protein disease markers for obesity, 
osteoporosis, diabetes, osteoathritis and hypertension, are new. 

DETAILED DESCRIPTION - Non-genetic based protein disease markers for 
obesity, osteoporosis, diabetes, osteoathritis and hypertension, 
are new, where markers for obesity (n=34) , osteoporosis (n=20) , 
diabetes (n=9) , osteoathritis (n=l) and hypertension (n=9) are 
listed in the specification. 

INDEPENDENT CLAIMS are also included for the following: 

(1) determining a disease state of a subject suspected of having 
obesity, osteoporosis, diabetes, osteoathritis or hypertension 

comprising: 

(a) obtaining a sample containing protein; 

(b) measuring levels of protein markers of the disease state, where 
the markers are given in the specification; and 

(c) comparing with levels in controls from disease-free 
subjects/control standards; 

(2) binding reagents specific for the proteins, optionally bound to a 

detectable label; 

(3) a standardized two-dimensional electrophoretic protein 
distribution from a sample (optionally human serum) from a subject having 
obesity, osteoporosis, diabetes, osteoathritis or hypertension 

(and optionally being treated with pharmaceuticals) ; 

(4) protein markers comprising a composition of two or more proteins 
which individually do not have significantly different levels between 
disease/control samples in a method as in (1) , but produce a combined 
value which is significantly different, and methods and binding reagents 
as in (1) and (2) relating to the markers; t 

(5) protein submarkers not altered statistically significantly ^ m the 
method as in (1) but altered in tandem/opposite in level and direction to 
protein markers, and methods and binding reagents as in (1) and (2) 
relating to the markers; 

(6) generating an index marker for a particular physiological state 

comprising: 

(a) determining protein markers that differ between samples from a 
subject with a disease state and a control sample; 

(b) selecting two or more of the markers; 



(c) combining the values for the markers and determining where the 
combination of values is altered in a manner of greater statistical 
significance; 

(7) index markers comprising two or more protein markers determined 
by (6) ; 

(8) cloning a gene encoding a protein marker 

comprising : 

(a) determining a partial amino acid sequence of the protein; 

(b) deducing a nucleotide sequence for a gene encoding the protein; 

and 

(c) isolating or synthesizing a gene encoding the nucleotide 
sequence; and 

(9) polynucleotides encoding the proteins, and antisense sequences 
inhibiting gene expression. 

ACTIVITY - Anorectic; osteopathic; antidiabetic; antiarthritic ; 
hypotensive. No biological data is given. 
MECHANISM OF ACTION - None given. 

USE - The markers and a new method are useful to diagnose obesity, 
osteoporosis, diabetes, osteoathritis or hypertension in 

individuals. Marker levels may also be used to determine disease severity. 
The markers and method can also be used to monitor the efficacy of therapy 
for the conditions, by comparing marker levels between samples from a 
subject taken at different times. The markers identified may also be drug 
development targets for the diseases. The protein markers can be used to 
screen compounds for biological activity against the diseases, which may 
be included with a carrier in pharmaceutical compositions useful to treat 
the disease states . The markers are useful to screen candidate compounds 
for detection of or therapeutic activity against disease states, and to 
identify biological pathways involved in disease states. They are also 
useful to identify synergistic agents which may be included in 
pharmaceutical compositions (all claimed) . 
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tive protein: A predictor of mortality in continuous 
eritoneal dialysis (CAPD) patients. 
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Serum C-reactive protein: A predictor of mortality in 
continuous ambulatory peritoneal dialysis (CAPD) patients. 
Han, D. S.; Noh, H. J.; Shin, S. K. ; Lee, I. H.; Kang, S. 
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Retinopathy in type II diabetes mellitus associated with 
above -normal urinary excretion of RBP. 

We performed a cross-sectional study on the urinary excretion profiles of 
albumin (a marker of glomerular dysfunction) and ret inol -binding protein 
(a low molecular mass protein marker of renal proximal 

tubular dysfunction) in non-insulin dependent (Type II) diabetics, with or 
without retinopathy. The urinary excretion of both proteins, in 
particular ret inol -binding protein, was significantly higher in patients 
with background/prolif erative retinopathy compared to patients without 
retinopathy. The degree of retinopathy correlated to the urinary 
excretion of albumin (P It 0.005) and ret inol -binding protein (P It 
0.0001) . Retinopathy occurred at a higher frequency in patients with 
above-normal urinary excretion of retinol -binding protein, both in the 
absence or presence of micro/macroalbuminuria . The frequency of 
retinopathy among micro/macroalbuminuric patients with a normal urinary 
excretion of retinol-binding protein did not differ significantly from 
that observed in patients with a normal urinary excretion of both 
proteins. We cannot explain the association between retinopathy and 
proximal tubular dysfunction in Type II diabetes. However, it 
is possible that both phenomena are related to a common pathogenetic 
factor . 
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STN 

Low-molecular-mass proteinuria as a marker of proximal renal tubular 
dysfunction in normo- and microalbuminuric non-insulin-dependent diabetic 
subjects . 

We determined the urinary excretion, expressed as the protein/creatinine 
ratio (morning urines) , of albumin (a marker of glomerular dysfunction) 
and ret inol -binding protein (RBP; a low-molecular-mass protein 
marker of tubular proteinuria) in 102 non-insulin-dependent 
diabetic patients. There was a statistically significant (P It 0.0001) 
correlation (rho = 0.38) between the urinary excretion values of the two 
proteins. The population could be divided into four subgroups: 32 with 
normal excretion values, 15 with above-normal urinary excretion of RBP, 24 
with above -normal urinary excretion of albumin, and 31 patients with 
above -normal serum creatinine concentrations or above -normal serum RBP 
concentrations. This seems to exclude "tubular overflow proteinuria" as 
the cause of the increased urinary excretion of RBP seen in some patients 
with non-insulin-dependent diabetes. Our data suggest the 
presence of a state of proximal tubular dysfunction in these patients. 
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New biopolymer marker, useful for indicating, for determining 
risk-assessment or for identifying therapeutic avenues related to, a 
disease state e.g. Type II diabetes; 

using drug screening, monoclonal antibody, peptide display and 

antibody library 
2 003-19160 BIOTECHDS 
DERWENT ABSTRACT: 

NOVELTY - A biopolymer marker comprising a sequence (PI) having 11, 13 
(each of the 3 sequences) or 2 0 amino acids or its analyte and which is 
useful in indicating at least one particular disease state, is new. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are also included for: (1) 
a method for evidencing and categorizing at least one disease state; (2) 
a diagnostic assay kit for determining the presence of the biopolymer 



marker or for diagnosing, determining risk-assessment or identifying 
therapeutic avenues related to a disease state; (3) polyclonal antibodies 
produced against (PI) in at least one animal host; (4) a process for 
identifying therapeutic avenues related to a disease state; and (5) a 
process for regulating a disease state. 

BIOTECHNOLOGY - Preferred Biopolymer Marker: The disease state 
indicated by the biopolymer marker is predictive of Type II 
diabetes. Preferred Antibody: The antibody is monoclonal or 
polyclonal antibody. Preferred Kit: The diagnostic assay kit for 
determining the presence of the biopolymer marker or for diagnosing, 
determining risk-assessment or identifying therapeutic avenues related to 
a disease state comprises: (a) at least one biochemical material that is 
capable of specifically binding with a biomolecule that includes the 
biopolymer marker related to the disease state; and (b) means for 
determining binding between the biochemical material and the biomolecule. 
At least one analysis to determine the presence of the biopolymer marker 
or a biochemical material specific for it is carried out on a sample. The 
biochemical material or molecule is immobilized on a solid support. It is 
labeled. It is a monoclonal antibody. Diagnosing, determining 
risk-assessment or identifying therapeutic avenues is carried out on a 
single sample or multiple samples, where the analysis is carried out on 
each of the first and second samples. The first and second samples are 
obtained at different time periods. Preferred Method: Evidencing and 
categorizing at least one disease state comprises: (a) obtaining a sample 
from a patient; (b) conducting mass spectrometric analysis on the sample; 
(c) evidencing and categorizing at least one biopolymer marker sequence 
or its analyte isolated from the sample; and (d) comparing the isolated 
biopolymer marker sequence or its analyte to (PI), where correlation of 
the isolated biopolymer marker and (PI) evidences and categorizes the at 
least one disease state. The step of evidencing and categorizing is 
particularly directed to biopolymer markers or analytes linked to at 
least one risk of disease development of the patient or to the existence 
of a particular disease state. The sample is an unf ractionated body fluid 
or a tissue sample. It comprises blood, blood products, urine, saliva, 
cerebrospinal fluid or lymph. The mass spectrometric analysis is Surface 
Enhanced Laser Desorption Ionization (SELDI) mass spectrometry (MS) , 
Maldi Qq TOF, MS/MS, TOF -TOF, ESI-Q-TOF or ION-TRAP. The patient is 'a 
human. Identifying therapeutic avenues related to a disease state 
comprises: (a) conducting an analysis as provided by the kit; and (b) 
interacting with the biopolymer. The therapeutic avenues include: (a) 
utilization and recognition of the biopolymer markers, or their variants 
or moieties as direct therapeutic modalities, either alone or in 
conjunction with a carrier; (b) validation of therapeutic modalities or 
disease preventive agents as a function of biopolymer marker presence or 
concentration; (c) treatment or prevention of a disease state by 
formation of disease intervention modalities; (d) use of biopolymer 
markers as a means of elucidating viable agents; (e) instigation of a 
therapeutic immunological response; or (f) synthesis of molecular 
structure related to the biopolymer markers, or their variants or 
moieties, which are constructed and arranged to intervene in the disease 
state. The treatment or prevention of a disease state by formation of 
disease intervention modalities is the formation of biopolymer/ ligand 
conjugates, which intervene at receptor sites to prevent, delay or 
reverse a disease process. The means for elucidating viable agents 
includes use of a bacteriophage peptide display or antibody library. 
Regulating a disease state comprises controlling the presence or absence 
of the biopolymer or its analyte. 

USE - The biopolymer marker is useful for indicating, for 
determining risk-assessment or for identifying therapeutic avenues 
related to, a disease state e.g., Type II diabetes (claimed). 
EXAMPLE - No relevant examples given. (44 pages) 
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TI Novel biopolymer marker useful in indicating at least one disease state 
particularly a disease recognized as Syndrome X related disease; 
for use in disease diagnosis 
AN 2003-11517 BIOTECHDS 
AB DERWENT ABSTRACT: 

NOVELTY - A biopolymer marker (I) useful in indicating at least one 
disease state, is new. 

DETAILED DESCRIPTION - A biopolymer marker (I) useful in indicating 
at least one disease state, is new. (I) comprises a sequence (SI) . 

Asp-Ala-His-Lys-Ser-Glu-Val-Ala-His-Arg-Phe-Lys-Asp-Leu-Gly-Glu-Glu (SI) 
BIOTECHNOLOGY - Preparation: (I) is isolated from serum using 

standard purification techniques. 

USE - (I) is useful as biopolymer marker for indicating at least one 

disease state particularly a disease recognized as a Syndrome X related 

disease (claimed) . 

ADVANTAGE - Promulgation of various forms of risk assessment tests 
are contemplated using (I) , to identify asymptomatic patients before they 
suffer an irreversible event such as diabetes, kidney failure 
and heart failure, and enable effective disease management and 
preventative medicine. Additionally, the specific diagnostic tests which 
evolve using (I) provide a tool for rapidly and accurately diagnosing 
acute Syndrome X such as heart attack and stroke, and facilitate 
treatment . 

EXAMPLE - No suitable example given. (9 pages) 
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TI Novel secreted or transmembrane protein and polynucleotide encoding the 
protein, useful for diagnosis and treatment of neurological disorders, 
cancer, autoimmune diseases, bone disorders and lung or liver fibrosis; 
vector-mediated gene transfer and expression in host cell for 
recombinant protein production and gene therapy 

AN 2003-00702 BIOTECHDS 

AB DERWENT ABSTRACT: 

NOVELTY - Secreted or transmembrane protein (I) of 68 fully defined 
proteins, especially 7 proteins (P1-P7) with sequence (SI) of 48, 359, 
228, 51, 178, 268, or 462 amino acids and encoded by a cDNA insert of' 
clones bdl647, bp7833, bfl71-6, bl20910, en5398, ci254 and as2943 with 
ATCC 98364, 98369, 98371, 98379, 98408, 98415 and 98444, respectively, is 



new. 

DETAILED DESCRIPTION - (I) is chosen from 68 secreted or 
transmembrane proteins of specific amino acids given in the 
specification, their fragments, and is encoded by specific complementary 
deoxyribonucleic acid (cDNA) inserts, where the protein is substantially 
free from other mammalian proteins. INDEPENDENT CLAIMS are also included 
for: (1) an isolated polynucleotide (II) chosen from 61 polynucleotides, 
encoding the secreted or transmembrane protein, comprising specific 
nucleotides given in the specification, its fragment, allelic variant 
species homolog or hybridizable sequence; (2) an isolated gene 
corresponding to cDNA sequence of (II); (3) an isolated polynucleotide 
(III) chosen from 7 polynucleotides comprising a sequence of 1800 2199 
1521, 2355, 2754, 1480, and 1755 bp, respectively, their fragments, 
allelic variants, species homologs, hybridizable sequences, encoding 
proteins P1-P7 as above, or the full-length protein or mature protein 
encoded by the cDNA insert of clones bdl647, bp7833, bf 171-6, bl20910, 
en5398, ci254 and as2943 deposited under accession number American tyA e 
culture collection (ATCC) 98364, 98369, 98371, 98379, 98408, 98415 and 
98444, respectively; (4) a host cell (IV) transformed with (III)- (5) 
producing (Ml) a protein encoded by (III); (6) a protein produced by 
(Ml) ; and (7) a pharmaceutical composition comprising proteins P1-P7 

BIOTECHNOLOGY - Preparation: P1-P7 is produced by culturing (IV) "in 
a suitable culture medium and purifying the protein from the culture 
(claimed). Preferred Polynucleotide: (III) is operably linked to at least 
one expression control sequence. Preferred Protein: P1-P7 comprises a 
mature protein. 

ACTIVITY - Cytostatic; Antirheumatic; Antiarthritic ; Vulnerary 
Antiinflammatory; Antibacterial; Immunosuppressive; Antiparkinsonian- 
Neuroprotective; Nootropic; Osteopathic; Hemostatic; Vasotropic- 
Antiulcer; Fungicide; Antidiabetic; Antiasthmatic; Antiallergic- 
Immunostimulant; Analgesic; Antiparasitic. No suitable data qiven 

MECHANISM OF ACTION - Gene therapy. 

USE - Proteins P1-P4 (encoded by the cDNA inserts bdl647, bp7833 
bfl71-6, and bl20910) are useful for preventing, treating or ameliorating 
a medical condition (claimed) . (I) is useful for the immunological 
treatment or prevention of tumors. (I) exhibits activity relating to 
angiogenesis, cytokine, cell proliferation, cell differentiation, 
antiinflammatory, stem cell growth factor activity and activin or 
inhibin-related activities. (I) can be used to manipulate stem cells in 
culture to give rise to neuroepithelial cells that can be used to augment 
or replace cells damaged by illness, autoimmune disease, accidental 
damage or genetic disorders. (I) induces the proliferation of neural 
cells and regeneration of nerve and brain tissue and is useful for the 
treatment of central and peripheral nervous system diseases and 
neuropathies, such as Alzheimer's, Parkinson's disease, Huntington's 
disease, amyotrophic lateral sclerosis. (I) is involved in chemotactic or 
chemokmetic activity, regulation of hematopoiesis and is useful for 
treating myeloid or lymphoid cell disorders, platelet disorders such as 
thrombocytopenia and for regeneration of bone, cartilage, tendon 
ligament and/or nerve tissue growth, and in tissue repair, healing of 
burns, incisions, ulcers, for treating osteoporosis, osteoarthritis, bone 
degenerative disorders, or periodontal disease. (I) is also useful for 
gut protection or regeneration and treatment of lung or liver fibrosis 
reperfusion injury in various tissues, various immune deficiencies and' 
disorders including severe combined immunodeficiency (SCID) , bacterial or 
fungal infections, autoimmune disorders e.g. multiple sclerosis 
rheumatoid arthritis, diabetes mellitus, myasthenia gravis 
allergic reactions and conditions, such as asthma or other respiratory 
problems (I) exhibits activity relating to cytokine, cell proliferation, 
cell differentiation, immune stimulating or suppressing, hematopoiesis 
regulating, tissue growth, angiogenesis, activin or inhibin 
chemotactic/chemokinetic, hemostatic, thrombolytic, receptor/ligand 
antiinflammatory, tumor inhibition activities and other activities such 
as inhibiting the growth, infection, or function of or killing bacteria 



viruses, fungi, and other parasites, affecting bodily characteristics, 
including height, weight, hair color, eye color, skin, fat to lean ratio 
or other tissue pigmentation or organ or body part size or shape, 
effecting biorhythms or circardian cycles or rhythms, fertility of male 
or female subjects, metabolism, catabolism, anabolism, processing, 
utilization, storage or elimination of dietary fat, lipid, protein, 
carbohydrate, vitamins, and behavioral characteristics such as 
depression, analgesic and pain reducing effects, promoting 
differentiation and growth of embryonic stem cells in lineages other than 
hematopoietic lineages, hormonal or endocrine activity and 
immunoglobulin- like activity. (II) is useful to express recombinant 
protein, as markers for tissues in which the corresponding protein is 
preferentially expressed. As molecular weight markers on Southern gels 
as chromosome markers or tags, as probes to hybridize and discover novel 
related DNA sequences, as nutritional sources or supplements and as an 
antigen to raise anti-DNA antibodies or elicit another immune response 

ADMINISTRATION - Administered by oral, topical, subcutaneous, 
intraperitoneal, parenteral or intravenous injection at a dose of'o 01 
mug-100 mg. (284 pages) 
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TI New non-genetic based protein disease markers for obesity, osteoporosis, 
diabetes, osteoathritis and hypertension, useful in diagnosis and 
monitoring of treatment for these diseases and to screen for therapeutic 
compounds ; 

two-dimensional electrophoresis and antisense oligonucleotide for 
protein distribution study, drug screening, proteomics analysis and 
potential gene therapy 
AN 2002-12901 BIOTECHDS 
AB DERWENT ABSTRACT: 

NOVELTY - Non-genetic based protein disease markers for obesity, 
osteoporosis, diabetes, osteoathritis and hypertension, are 
new. 

DETAILED DESCRIPTION - Non-genetic based protein disease markers for 
obesity, osteoporosis, diabetes, osteoathritis and 

hypertension, are new, where markers for obesity (n=34) , osteoporosis 
n=20), diabetes (n=9) , osteoathritis (n=l) and hypertension 
(n-9) are listed in the specification. INDEPENDENT CLAIMS are also 
included for the following: (1) determining a disease state of a subject 
suspected of having obesity, osteoporosis, diabetes, 
osteoathritis or hypertension comprising: (a) obtaiAing a sample 
containing protein; (b) measuring levels of protein markers of the 
disease state, where the markers are given in the specification; and (c) 
comparing with levels in controls from disease-free subjects/control 
standards; (2) binding reagents specific for the proteins, optionally 
bound to a detectable label; (3) a standardized two-dimensional 
electrophoretic protein distribution from a sample (optionally human 



serum) from a subject having obesity, osteoporosis, diabetes, 
osteoathritis or hypertension (and optionally being treated with 
pharmaceuticals); (4) protein markers comprising a composition of two or 
more proteins which individually do not have significantly different 
levels between disease/control samples in a method as in (1) , but produce 
a combined value which is significantly different, and methods and 
binding reagents as in (1) and (2) relating to the markers; (5) protein 
submarkers not altered statistically significantly in the method as in 
(1) but altered in tandem/opposite in level and direction to protein 
markers, and methods and binding reagents as in (1) and (2) relating to 
the markers; (6) generating an index marker for a particular 
physiological state comprising: (a) determining protein markers that 
differ between samples from a subject with a disease state and a control 
sample; (b) selecting two or more of the markers; (c) combining the 
values for the markers and determining where the combination of values is 
altered in a manner of greater statistical significance; (7) index 
markers comprising two or more protein markers determined by (6); (8) 
cloning a gene encoding a protein marker comprising: 
(a) determining a partial amino acid sequence of the protein; (b) 
deducing a nucleotide sequence for a gene encoding the protein; and (c) 
isolating or synthesizing a gene encoding the nucleotide sequence; and 
(9) polynucleotides encoding the proteins, and antisense sequences 
inhibiting gene expression. 

BIOTECHNOLOGY - Preferred Proteins: The proteins are preferably 
isolated. Preparation: The protein markers may be detected by: (i) 
measuring levels of individual proteins in a proteome (i.e. a large 
number of proteins representing the total relevant portion and preferably 
all detectable proteins using a particular technique e.g. two-dimensional 
electrophoresis) of a sample; (ii) comparing with levels in the proteome 
of a control subject/control standard; and (iii) detecting if proteins 
are significantly (preferably p less than 0.001) increased/decreased. The 
proteins may be prepared by standard recombinant techniques. Preferred 
Methods: Methods of using the protein markers are described in the 
specification as follows: (a) to screen compounds for biological activity 
against obesity, osteoporosis, diabetes, osteoathritis or 
hypertension comprising contacting a candidate compound with a subject 
having one of the disease, measuring the level of the protein 
marker, and comparing the level of protein 

marker to the level of the marker in a control sample from a 
subject not having the disease state or a control standard; (b) to screen 
compounds for detection/therapeutic activity against a disease state 
comprising contacting a candidate compound with a protein 
marker, measuring the activity of the marker or the binding of 
the compound to the marker, and selecting for further development, 
compounds that affect activity or bind; (c) to identify biological 
pathways involved in a disease state comprising: (a) obtaining a 
biological sample from a subject having obesity, osteoporosis, 
diabetes, osteoathritis or hypertension; (b) determining levels 
of proteins in the proteome in the sample; (c) comparing the levels of 
each protein in the proteome to levels of protein in a control sample 
from a subject not having the disease state or a control standard; (d) 
determining which proteins have statistically higher or lower levels in 
each sample; (e) identifying several of the determined proteins; and (f) 
deducing which biological pathways are affected based on the identities 
of the proteins, where the biological pathways contain a protein having a 
statistically significant higher or lower level in a comparison between 
the 2 samples; and (d) to determine whether the effects of two agents are 
cumulative or synergistic comprising: (a) exposing a subject to a first 
agent and obtaining a protein containing biological sample; (b) exposing 
a subject to a second agent and obtaining a protein containing biological 
sample; (c) exposing a subject to a first and second agent and obtaining 
a biological sample; (d) measuring the levels of protein markers in each 
sample; (e) comparing the changes in levels of protein markers between a 
subject exposed to a first agent, a subject exposed to a second agent, 



and a subject exposed to a first and second agent; and (f) determining 
whether the effects of the first agent and second agent are cumulative or 
synergistic . 

ACTIVITY - Anorectic; osteopathic; antidiabetic; antiarthritic ; 
hypotensive. No biological data is given. 
MECHANISM OF ACTION - None given. 

USE - The markers and a new method are useful to diagnose obesity, 
osteoporosis, diabetes, osteoathritis or hypertension in 
individuals. Marker levels may also be used to determine disease 
severity. The markers and method can also be used to monitor the efficacy 
of therapy for the conditions, by comparing marker levels between samples 
from a subject taken at different times. The markers identified may also 
be drug development targets for the diseases. The protein markers can be 
used to screen compounds for biological activity against the diseases, 
which may be included with a carrier in pharmaceutical compositions 
useful to treat the disease states. The markers are useful to screen 
candidate compounds for detection of or therapeutic activity against 
disease states, and to identify biological pathways involved in disease 
states. They are also useful to identify synergistic agents which may be 
included in pharmaceutical compositions (all claimed) . 

EXAMPLE - Four hundred pairs of monozygotic human twins were 
screened for phenotypic disease states, by measuring quantitive traits 
of: total fat mass and percent fat (obesity), insulin resistance ( 
diabetes) , spine and total bone mass density (osteoporosis) , hip 
joint gap measurement (osteoarthritis), and central and radial blood 
pressure (hypertension) . Seventy-nine twin pairs (158 subjects) were 
discordant for a disease state, and since twins were genetically 
identical the differences did not arise from a genetic process. Whole 
serum samples (25 micrograms for obesity and diabetes 
assessments, otherwise 50 microliters) having approximately 70 mg/ml 
proteins were subjected to proteometric analysis as described in the 
specification, in which the quantity of protein in a twin's sample was 
compared to its respective partner (if any) in the respective twin 
sample. Data were analyzed statistically by conventional methods for 
determining a correlation between each peturbed protein and disease 
state, and a list of significant markers for each respective disease 
state was generated, given in the specification. (63 pages) 
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TI Should C-reactive protein be added to metabolic syndrome and to assessment 
of global cardiovascular risk? 

AB A review. Of novel risk factors for cardiovascular disease currently 

under investigation, high-sensitivity C-reactive protein (hsCRP) is the 
most promising. To date, more than 20 prospective epidemiol . studies have 
demonstrated that hsCRP independently predicts vascular risk, 6 cohort 
studies have confirmed that hsCRP evaluation adds prognostic information 
beyond that available from the Framingham Risk Score, and 8 cohort studies 
have demonstrated additive prognostic value at all levels of metabolic 



syndrome or in the prediction of type 2 diabetes. In contrast 
to several other biomarkers that also reflect biol. aspects of 
inflammation, hypof ibrinolysis , and insulin resistance, hsCRP measurement 
is inexpensive, standardized, widely available, and has a decade-to-decade 
variation similar to that of cholesterol. Given the consistency of 
prognostic data for hsCRP and the practicality of its use in outpatient 
clin. settings, the authors believe the time has come for a careful 
consideration of adding hsCRP as a clin. criterion for metabolic syndrome 
and for the creation of an hsCRP-modif ied coronary risk score useful for 
global risk prediction in both men and women. Toward this end, the 
authors believe experts in the fields of epidemiol., prevention, vascular 
biol., and clin. cardiol . should be convened to begin discussing the 
merits of this proposal. 
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Value of retinol binding protein in judgment of early renal damage in 
patients with diabetes 

Objective: To explore the clin. significance of determining retinol binding 
protein (RBP) in diagnosis of early renal damage in patients with NIDDM 
Methods: The urine levels of RBP, N-acetyl-p-D-glucosaminidase (NAG) 
and micro-albumin (mALB) were determined in patients with NIDDM. Results: 
urine levels of RBP and NAG were significantly higher in patients with 
normal mALB and those with abnormal mALB than in controls (P < 0.01) 
There was significant correlation among the 3 parameters. Conclusions: 
The sensitivity of RBP is higher than that of NAG and mALB. RBP is 
another sensitive index reflecting the renal tubular function. The 
detection of the 3 indexes in patients with NIDDM can distinguish the 
damages ^ coming from renal tubules and renal globules to ensure early 
diagnosis of diabetic nephropathy. 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

AUTHOR ( S ) : 
CORPORATE SOURCE 

SOURCE : 

PUBLISHER: 
DOCUMENT TYPE: 
LANGUAGE : 



2003 : 844206 HCAPLUS 
140 :268765 

Value of retinol binding protein in judgment of early 

renal damage in patients with diabetes 

Zheng, Hongying; Zhu, Xinxing; Zhang, Xuezhi 

Dep. of Lab. Tests, Central Hospital of Shengli Oil 

Field, Dongying, 257000, Peop . Rep. China 

Zhongguo Yixue Jianyan Zazhi (2003), 4(4), 275-276 

CODEN: ZYJZAL; ISSN: 1606-8025 

Zhongguo Yixue Jianyan Zazhi Chuban Youxian Gongsi 

Journal 

Chinese 



L9 ANSWER 11 OF 19 HCAPLUS COPYRIGHT 2 004 ACS on STN 

TI C-reactive protein predicts the deterioration of glycemia in Chinese 
subjects with impaired glucose tolerance 

AB Recent studies have shown that C-reactive protein (CRP) predicts future 
risk of diabetes in healthy Caucasians. We determined whether plasma 
CRP level was elevated in Chinese subjects with impaired glucose tolerance 
(IGT) and whether CRP level could be used to predict progression to type 2 



diabetes or reversion to normal glucose tolerance (NGT) in these 
high-risk individuals. A total of 228 subjects with IGT at baseline from 
the Hong Kong Cardiovascular Risk Factors Prevalence Study underwent 
repeat oral glucose tolerance testing after 2 yr. Plasma high-sensitivity 
CRP was measured from their stored baseline samples and from 22 8 subjects 
with NGT matched for age and BMI by an immunoturbidimetric assay. 
Subjects with IGT at baseline had higher plasma CRP levels than subjects 
with NGT: 1.18 mg/1 (0.52-2.52) vs. 0.87 mg/1 (0.37-1.84), median 
(interquartile range), P = 0.01. At 2 yr, 117 subjects with IGT reverted 
to NGT, 84 remained in IGT, and 21 progressed to diabetes. 
Individuals who progressed to diabetes had the highest plasma 
CRP levels at baseline (P < 0.0001). Those with baseline CRP levels in 
the third and top quartile had a relative risk of remaining in IGT or 
progressing to diabetes of 2.87 (95% CI 1.06-7.82) and 2.76 
(1.06-7.31), resp., after adjusting for anthropometric measure and 
lifestyle factors. CRP independently predicts the risk of remaining in 
IGT or progressing to diabetes in Chinese subjects with IGT. 
CRP might provide an adjunctive measure for identifying subjects with the 
highest risk of progression to diabetes who would derive the 
greatest benefits from preventive interventions. 
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TI Relevance of C-reactive protein levels in peritoneal dialysis patients 
C-reactive protein (CRP) levels are increased in 30 to 50% of dialysis 
patients and predict cardiovascular morbidity and mortality. It is 
usually considered that raised CRP levels reflect underlying 
atherosclerosis. However, many patients may have clin. apparent 
cardiovascular disease without raised CRP levels. This study was designed 
to assess both the risk factors for high CRP levels and the usefulness of 
the test as a marker of clin. apparent coronary artery disease (CAD) , 
peripheral vascular disease (PVD) and the presence of ongoing 
infections/inflammatory disorders (INF-INFL) in peritoneal dialysis 
patients. A chart review of 190 prevalent peritoneal dialysis patients 
was performed. CRP, albumin, ferritin, erythropoietin (EPO) dose and 
resistance, Kt/V, and residual renal function values were obtained and a 
history or presence of cardiovascular disease (CAD, PVD) and presence of 
INF-INFL recorded. Data were analyzed by Chi -square, Spearman correlation 
and logistic regression. A total of 31% of patients had a raised CRP. 
INF-INFL was highly predictive of raised CRP levels (OR 16.97; 95% CI5.41 
to 53.14, P = 0.000), whereas CAD and PVD either singly or in' combination 
had no such association The sensitivi ty/ specif icity for CRP as a test for 
INF-INFL was 83/77%. For CAD and PVD, the sensitivities were less than 
40% and specificities 70%. Increased CRP values were more common in 
females but not in diabetics. Weak linear correlations existed between 
CRP levels and albumin, ferritin and residual renal function (y = 
-0.212, 0.228 and -0.163 resp., P < 0.02). By regression anal., INF-INFL 
predicted high CRP levels, but CAD and PVD did not. The majority of 
patients (57%) with high CRP had no identifiable cause; 40% of these 



patients had subsequent or previous normal CRP values. High transport 
status predicted high CRP levels (OR 7.28; 95% CI 1.417 to 37.36, P = 
0.006) . The majority of elevated CRP levels in peritoneal dialysis 
patients occur without an obvious cause. Clin, apparent cardiovascular 
disease does not predict high CRP levels. CRP levels vary over time in 
the same patient, from normal to high or vice versa, for no obvious 
reason. Sources of inflammation other than CAD, PVD and clin. obvious 
INF-INFL in peritoneal dialysis patients remain to be identified. 
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p-Trace protein is not better than cystatin C as an indicator of 

reduced glomerular filtration rate 

Cystatin C (CysC) and p-trace protein were compared as glomerular 
filtration rate (GFR) markers. Serum CysC from diabetic patients were 
analyzed by N latex Cystatin C, from Dade Behring, on the BNA analyzer, 
and Cystatin C PET Kit, from Dako . The ROC areas for CysC (Dade Behring) 
and p-trace protein did not differ significantly. The areas for CysC 
measured by Dako method and for creatinine were smaller compared with the 
Dade Behring method. Using samples stored at -80°, the Dade 
Behring cystatin C discriminates even better than p-trace protein. 
The results confirm that cystatin C may be the best low-mol . weight 
protein marker to indicate reduced GFR. 
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Low-molecular-mass proteinuria as a marker of proximal renal tubular 
dysfunction in normo- and microalbuminuric non-insulin-dependent diabetic 
subjects 

The authors determined the urinary excretion, expressed as the 
protein/creatinine ratio (morning urines), of albumin (a marker of 
glomerular dysfunction) and retinol-binding protein (RBP; a low-mol . -mass 
protein marker of tubular proteinuria) in 102 

non- insulin-dependent diabetic patients. There was a statistically 
significant correlation (p = 0.38) between the urinary excretion 



values of the two proteins. The population could be divided into four 
subgroups: 32 with normal excretion values, 15 with above-normal urinary 
excretion of RBP, 24 with above-normal urinary excretion of albumin, and 
31 patients with above-normal urinary excretion of both proteins. No 
patients had above-normal serum creatinine concns . or above-normal serum 
RBP concns. This seems to exclude "tubular overflow proteinuria" as the 
cause of the increased urinary excretion of RBP seen in some patients with 
non- insulin-dependent diabetes. The data suggest the presence 
of a state of proximal tubular dysfunction in these patients. 
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Retinopathy in Type II diabetes mellitus associated with 
above -normal urinary excretion of RBP. 

We performed a cross-sectional study on the urinary excretion profiles of 
albumin (a marker of glomerular dysfunction) and ret inol -binding protein 
(a low molecular mass protein marker of renal proximal 

tubular dysfunction) in non-insulin dependent (Type II) diabetics, with or 
without retinopathy. The urinary excretion of both proteins, in particular 
retinol -binding protein, was significantly higher in patients with 
background/prolif erative retinopathy compared to patients without 
retinopathy. The degree of retinopathy correlated to the urinary excretion 
of albumin (P < 0.005) and retinol -binding protein (P < 0.0001). 
Retinopathy occurred at a higher frequency in patients with above -normal 
urinary excretion of retinol-binding protein, both in the absence or 
presence of micro/macroalbuminuria . The frequency of retinopathy among 
micro/macroalbuminuric patients with a normal urinary excretion of 
retinol-binding protein did not differ significantly from that observed in 
patients with a normal urinary excretion of both proteins. We cannot 
explain the association between retinopathy and proximal tubular 
dysfunction in Type II diabetes. However, it is possible that 
both phenomena are related to a common pathogenetic factor. 
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TI Ability of neutrophils to produce active oxygen species in diabetic 
patients . 

AB The stimulated productions of superoxide anion in polymorphonuclear 
leukocytes obtained from diabetic patients and control subjects were 
measured. Superoxide production was estimated with a f lowcytometer by 
measuring oxidized fluorescent products of 2 , 7 -dichlorof luorescin 
diacetate incorporated in leukocytes. The superoxide production stimulated 
by phorbol myristate acetate (PMA) was significantly less in diabetic 
patient's leukocytes than in control subjects' leukocytes (mean + SE 
12900 ± 257 versus 11400 ± 463 counts; p<0.01), and that stimulated 
by opsonized zymozan also tended to be less in diabetic patients' 
leukocytes than in those of control subjects. The PMA stimulated 
polymorphonuclear leukocytes was negatively correlated with fasted blood 
glucose levels in the diabetic patients (r = - 0.500, p<0.05), but not 
with glycated protein marker levels. Stimulated 

superoxide production in polymorphonuclear leukocytes decreased after 
incubation with glucose at concentrations between 20 to 50mmol/l (p<0.05). 
We conclude that stimulated superoxide anion production in 
polymorphonuclear leukocytes was impaired by hyperglycemia. This 
impairment may be the consequence of a shrunken NADPH pool depleted via 
the sorbitol pathway in conditions of hyperglycemia and thought to be one 
of the reasons for the vulnerability to infection of diabetic patients. 
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TI Low-molecular-mass proteinuria as a marker of proximal renal tubular 

dysfunction in normo- and microalbuminuric non-insulin-dependent diabetic 
subjects . 

AB We determined the urinary excretion, expressed as the protein/creatinine 
ratio (morning urines) , of albumin (a marker of glomerular dysfunction) 
and retinol-binding protein (RBP; a low-molecular-mass protein 
marker of tubular proteinuria) in 102 non-insulin-dependent 
diabetic patients. There was a statistically significant (P <0.0001) 
correlation (p = 0.38) between the urinary excretion values of the two 
proteins. The population could be divided into four subgroups: 32 with 
normal excretion values, 15 with above -normal urinary excretion of RBP, 24 
with above -normal urinary excretion of albumin, and 31 patients with 
above-normal urinary excretion of both proteins. No patients had 
above-normal serum creatinine concentrations or above-normal serum RBP 
concentrations. This seems to exclude 'tubular overflow proteinuria ' as 
the cause of the increased urinary excretion of RBP seen in some patients 
with non-insulin-dependent diabetes. Our data suggest the 
presence of a state of proximal tubular dysfunction in these patients. 
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TI Diabetic retinopathy related to degree of albuminuria and tubular (low 
molecular weight) proteinuria in insulin-dependent (Type I) 
diabetes mellitus. 

AB The urinary excretion of albumin (a marker of glomerular damage) and 
retinol binding protein (a low molecular weight protein 
marker of tubular dysfunction) was determined by sensitive 
immunochemical methods in 110 insulin-dependent (Type I) diabetic 
patients. We observed a statistically significant correlation between the 
urinary excretion levels of both proteins, in particular albumin, and the 
degree of retinopathy. The incidence of macroalbuminuria and tubular 
proteinuria was significantly higher in patients with manifest background 
retinopathy and proliferative retinopathy as compared to patients with no 
or slight retinopathy. The duration of diabetes was 

significantly correlated to the degree of retinopathy, but not to the 
urinary excretion of albumin and retinol binding protein. 
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TI Ability of Neutrophils to Produce Active Oxygen Species in Diabetic 
Patients . 

AB The stimulated productions of superoxide anion in polymorphonuclear 
leukocytes obtained from diabetic patients and control subjects were 
measured. Superoxide production was estimated with a f lowcytometer by 
measuring oxidized fluorescent products of 2 , 7 -dichlorof luorescin 
diacetate incorporated in leukocytes. The superoxide production stimulated 
by phorbol myristate acetate (PMA) was significantly less in diabetic 
patient's leukocytes than in control subjects' leukocytes (mean±SE 
12900±257 versus 11400±463 counts; p<0.01), and that stimulated by 
opsonized zymozan also tended to be less in diabetic patients' leukocytes 
than in those of control subjects. The PMA stimulated polymorphonuclear 



leukocytes was negatively correlated with fasted blood glucose levels in 
the diabetic patients (r=-0.500 / p<0.05) / but not with glycated 
protein marker levels. Stimulated superoxide production 

in polymorphonuclear leukocytes decreased after incubation with glucose at 
concentrations between 20 to 50mmol/l (p<0.05). We conclude that 
stimulated superoxide anion production in polymorphonuclear leukocytes was 
impaired by hyperglycemia. This impairment may be the consequence of a 
shrunken NADPH pool depleted via the sorbitol pathway in conditions of 
hyperglycemia and thought to be one of the reasons for the vulnerability 
to infection of diabetic patients, (author abst.) 
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TI New non-genetic based protein disease markers for obesity, 

osteoporosis, diabetes, osteoathritis and hypertension, useful in 
diagnosis and monitoring of treatment for these diseases and to screen for 
therapeutic compounds. 

AN 2002-362307 [39] WPIDS 

AB WO 200222165 A UPAB : 20020621 

NOVELTY - Non-genetic based protein disease markers for obesity, 
osteoporosis, diabetes, osteoathritis and hypertension, are new. 

DETAILED DESCRIPTION - Non-genetic based protein disease markers for 
obesity, osteoporosis, diabetes, osteoathritis and hypertension, 
are new, where markers for obesity (n=34) , osteoporosis (n=20) , 
diabetes (n=9) , osteoathritis (n=l) and hypertension (n=9) are listed in 
the specification. 

INDEPENDENT CLAIMS are also included for the following: 

(1) determining a disease state of a subject suspected of having 
obesity, osteoporosis, diabetes, osteoathritis or hypertension 
comprising : 

(a) obtaining a sample containing protein; 

(b) measuring levels of protein markers of the disease state, where 
the markers are given in the specification; and 

(c) comparing with levels in controls from disease-free 
sub j ect s/control standards ; 

(2) binding reagents specific for the proteins, optionally bound to a 
detectable label; 

(3) a standardized two-dimensional electrophoretic protein 
distribution from a sample (optionally human serum) from a subject having 
obesity, osteoporosis, diabetes, osteoathritis or hypertension 

(and optionally being treated with pharmaceuticals) ; 

(4) protein markers comprising a composition of two or more proteins 
which individually do not have significantly different levels between 
disease/control samples in a method as in (1) , but produce a combined 



value which is significantly different, and methods and binding reagents 
as in (1) and (2) relating to the markers; 

(5) protein submarkers not altered statistically significantly in the 
method as in (1) but altered in tandem/opposite in level and direction to 
protein markers, and methods and binding reagents as in (1) and (2) 
relating to the markers; 

(6) generating an index marker for a particular physiological state 
comprising : 

(a) determining protein markers that differ between samples from a 
subject with a disease state and a control sample; 

(b) selecting two or more of the markers; 

(c) combining the values for the markers and determining where the 
combination of values is altered in a manner of greater statistical 
significance ; 

(7) index markers comprising two or more protein markers determined 
by (6) ; 

(8) cloning a gene encoding a protein marker 

comprising : 

(a) determining a partial amino acid sequence of the protein; 

(b) deducing a nucleotide sequence for a gene encoding the protein; 

and 

(c) isolating or synthesizing a gene encoding the nucleotide 
sequence; and 

(9) polynucleotides encoding the proteins, and antisense sequences 
inhibiting gene expression. 

ACTIVITY - Anorectic; osteopathic; antidiabetic; antiarthritic ; 
hypotensive. No biological data is given. 
MECHANISM OF ACTION - None given. 

USE - The markers and a new method are useful to diagnose 
obesity, osteoporosis, diabetes, osteoathritis or hypertension in 
individuals. Marker levels may also be used to determine disease severity. 
The markers and method can also be used to monitor the efficacy of therapy 
for the conditions, by comparing marker levels between samples from a 
subject taken at different times. The markers identified may also be drug 
development targets for the diseases. The protein markers can be used to 
screen compounds for biological activity against the diseases, which may 
be included with a carrier in pharmaceutical compositions useful to treat 
the disease states. The markers are useful to screen candidate compounds 
for detection of or therapeutic activity against disease states, and to 
identify biological pathways involved in disease states. They are also 
useful to identify synergistic agents which may be included in 
pharmaceutical compositions (all claimed) . 
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TI New non-genetic based protein disease markers for obesity, 

osteoporosis, diabetes, osteoathritis and hypertension, useful in 
diagnosis and monitoring of treatment for these diseases and to screen 
for therapeutic compounds; 

two-dimensional electrophoresis and antisense oligonucleotide for 
protein distribution study, drug screening, proteomics analysis and 
potential gene therapy 

AN 2002-12901 BIOTECHDS 

AB DERWENT ABSTRACT: 

NOVELTY - Non-genetic based protein disease markers for obesity 
, osteoporosis, diabetes, osteoathritis and hypertension, are new. 

DETAILED DESCRIPTION - Non-genetic based protein disease markers for 
obesity, osteoporosis, diabetes, osteoathritis and hypertension, 
are new, where markers for obesity (n=34), osteoporosis (n=20) , 
diabetes (n=9) , osteoathritis (n=l) and hypertension (n=9) are listed in 
the specification. INDEPENDENT CLAIMS are also included for the 
following: (1) determining a disease state of a subject suspected of 
having obesity, osteoporosis, diabetes, osteoathritis or 
hypertension comprising: (a) obtaining a sample containing protein; (b) 
measuring levels of protein markers of the disease state, where the 
markers are given in the specification; and (c) comparing with levels in 
controls from disease-free subjects/control standards; (2) binding 
reagents specific for the proteins, optionally bound to a detectable 
label; (3) a standardized two-dimensional electrophoretic protein 
distribution from a sample (optionally human serum) from a subject having 
obesity, osteoporosis, diabetes, osteoathritis or hypertension 
(and optionally being treated with pharmaceuticals) ; (4) protein markers 
comprising a composition of two or more proteins which individually do 
not have significantly different levels between disease/control samples 
in a method as in (1) , but produce a combined value which is 
significantly different, and methods and binding reagents as in (1) and 
(2) relating to the markers; (5) protein submarkers not altered 
statistically significantly in the method as in (1) but altered in 
tandem/ opposite in level and direction to protein markers, and methods 
and binding reagents as in (1) and (2) relating to the markers; (6) 
generating an index marker for a particular physiological state 
comprising: (a) determining protein markers that differ between samples 
from a subject with a disease state and a control sample; (b) selecting 



two or more of the markers; (c) combining the values for the markers and 
determining where the combination of values is altered in a manner of 
greater statistical significance; (7) index markers comprising two or 
more protein markers determined by (6) ; (8) cloning a gene encoding a 
protein marker comprising: (a) determining a partial 

amino acid sequence of the protein; (b) deducing a nucleotide sequence 
for a gene encoding the protein; and (c) isolating or synthesizing a gene 
encoding the nucleotide sequence; and (9) polynucleotides encoding the 
proteins, and antisense sequences inhibiting gene expression. 

BIOTECHNOLOGY - Preferred Proteins : The proteins are preferably 
isolated. Preparation: The protein markers may be detected by: (i) 
measuring levels of individual proteins in a proteome (i.e. a large 
number of proteins representing the total relevant portion and preferably 
all detectable proteins using a particular technique e.g. two-dimensional 
electrophoresis) of a sample; (ii) comparing with levels in the proteome 
of a control subject/control standard; and (iii) detecting if proteins 
are significantly (preferably p less than 0.001) increased/decreased. The 
proteins may be prepared by standard recombinant techniques. Preferred 
Methods: Methods of using the protein markers are described in the 
specification as follows: (a) to screen compounds for biological activity 
against obesity, osteoporosis, diabetes, osteoathritis or 
hypertension comprising contacting a candidate compound with a subject 
having one of the disease, measuring the level of the protein 
marker, and comparing the level of protein 

marker to the level of the marker in a control sample from a 
subject not having the disease state or a control standard; (b) to screen 
compounds for detection/therapeutic activity against a disease state 
comprising contacting a candidate compound with a protein 
marker, measuring the activity of the marker or the binding of 
the compound to the marker, and selecting for further development, 
compounds that affect activity or bind; (c) to identify biological 
pathways involved in a disease state comprising: (a) obtaining a 
biological sample from a subject having obesity, osteoporosis, 
diabetes, osteoathritis or hypertension; (b) determining levels of 
proteins in the proteome in the sample; (c) comparing the levels of each 
protein in the proteome to levels of protein in a control sample from a 
subject not having the disease state or a control standard; (d) 
determining which proteins have statistically higher or lower levels in 
each sample; (e) identifying several of the determined proteins; and (f ) 
deducing which biological pathways are affected based on the identities 
of the proteins, where the biological pathways contain a protein having a 
statistically significant higher or lower level in a comparison between 
the 2 samples; and (d) to determine whether the effects of two agents are 
cumulative or synergistic comprising: (a) exposing a subject to a first 
agent and obtaining a protein containing biological sample; (b) exposing 
a subject to a second agent and obtaining a protein containing biological 
sample; (c) exposing a subject to a first and second agent and obtaining 
a biological sample; (d) measuring the levels of protein markers in each 
sample; (e) comparing the changes in levels of protein markers between a 
subject exposed to a first agent, a subject exposed to a second agent, 
and a subject exposed to a first and second agent; and (f) determining 
whether the effects of the first agent and second agent are cumulative or 
synergistic . 

ACTIVITY - Anorectic; osteopathic; antidiabetic; antiarthritic ; 
hypotensive. No biological data is given. 
MECHANISM OF ACTION - None given. 

USE - The markers and a new method are useful to diagnose 
obesity, osteoporosis, diabetes, osteoathritis or hypertension in 
individuals. Marker levels may also be used to determine disease 
severity. The markers and method can also be used to monitor the efficacy 
of therapy for the conditions, by comparing marker levels between samples 
from a subject taken at different times. The markers identified may also 
be drug development targets for the diseases. The protein markers can be 
used to screen compounds for biological activity against the diseases, 



which may be included with a carrier in pharmaceutical compositions 
useful to treat the disease states. The markers are useful to screen 
candidate compounds for detection of or therapeutic activity against 
disease states, and to identify biological pathways involved in disease 
states. They are also useful to identify synergistic agents which may be 
included in pharmaceutical compositions (all claimed) . 

EXAMPLE - Four hundred pairs of monozygotic human twins were 
screened for phenotypic disease states, by measuring quantitive traits 
of: total fat mass and percent fat (obesity), insulin 

resistance (diabetes), spine and total bone mass density (osteoporosis), 
hip joint gap measurement (osteoarthritis) , and central and radial blood 
pressure (hypertension) . Seventy-nine twin pairs (158 subjects) were 
discordant for a disease state, and since twins were genetically 
identical the differences did not arise from a genetic process. Whole 
serum samples (25 micrograms for obesity and diabetes 
assessments, otherwise 50 microliters) having approximately 70 mg/ml 
proteins were subjected to proteometric analysis as described in the 
specification, in which the quantity of protein in a twin's sample was 
compared to its respective partner (if any) in the respective twin 
sample. Data were analyzed statistically by conventional methods for 
determining a correlation between each peturbed protein and disease 
state, and a list of significant markers for each respective disease 
state was generated, given in the specification. (63 pages) 
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TI Association of C-reactive protein with markers of prevalent 

atherosclerotic disease 
AB Recent prospective studies have demonstrated that elevated C-reactive 
protein (CRP) is a marker of increased risk of atherothrombotic clin. 
events. We examined in a large, cross-sectional family-based study (n = 875 
men, 948 women) whether serum CRP was associated with prevalent coronary 
heart disease (CHD) , the ankle/brachial blood pressure index, or carotid 
intima-media thickness, an indicator of subclin. atherosclerosis as 
assessed by B-mode ultrasound. CRP was associated with many other 
cardiovascular risk factors, particularly markers of obesity and 
insulin resistance, markers of inflammation and acute phase reaction, and 
hormone replacement therapy. Adjusted for age and family type, there was 
a weak pos . association of CRP with carotid intima-media thickness in both 
genders and with prevalent CHD in women. However, adjustment for other 
risk factors completely eliminated the assocns. For example, among women, 
the risk factor-adjusted mean values of intima-media thickness across 
quartiles of CRP were 0.76, 0.74, 0.75, and 0.76 mm (p >0.5). In men 
there was a weak inverse association between CRP and ankle/brachial blood 
pressure index, independent of other risk factors, but no such association in 
women. Our findings indicate that CRP is not strongly and independently 
associated with prevalent atherosclerosis. Because CRP has been associated 



with 



clin. events, it could be that elevated CRP may be a stronger marker of 



thrombotic risk 
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TI Schizophrenia associated gene, proteins and biallelic markers 

AB The invention concerns the human g3 503 0 gene, polynucleotides, 

polypeptides biallelic markers, and human chromosome 13q31-q33 biallelic 
markers. The invention also concerns the association established between 
schizophrenia and bipolar disorder and the biallelic markers and the 
g35030 gene and nucleotide sequences. The invention provides means to 
identify compounds useful in the treatment of schizophrenia, bipolar 
disorder and related diseases, means to determine the predisposition of 
individuals to said disease as well as means for the disease diagnosis 
and prognosis. 
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Genomic sequence of the 5 -lipoxygenase-activating protein (FLAP) , 
polymorphic markers thereof and methods for detection of asthma 
The invention concerns the genomic sequence of the FLAP gene. The 
invention also concerns biallelic markers of a FLAP gene and the 
association established between these markers and diseases involving the 
leukotriene pathway such as asthma. The invention provides means to 
determine the predisposition of individuals to diseases involving the 
leukotriene pathway as well as means for the diagnosis of such diseases 
and for the prognosis/detection of an eventual treatment response to 
agents acting on the leukotriene pathway. 
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TI Schizophrenia associated genes, proteins and biallelic markers 

AB The invention concerns the human sbgl, g34665, sbg2 , g35017 and g35018 

genes, polynucleotides, polypeptides biallelic markers, and human 
chromosome 13q31-q33 biallelic markers. The invention also concerns the 
association established between schizophrenia and bipolar disorder and 
the biallelic markers and the sbgl, g34665, sbg2 , g35017 and g35018 
genes and nucleotide sequences. The invention provides means to identify 
compounds useful in the treatment of schizophrenia, bipolar disorder and 
related diseases, means to determine the predisposition of individuals 
to said disease as well as means for the disease diagnosis and 
prognosis . 
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TI Method for diagnosing a vascular condition 

AB A method for diagnosing hypoxia, endothelial dysfunction, a vascular or 
circulatory condition of a subject, in which the level of expression of 
a gene, and/or the level of a metabolite or metabolic by-product in a 
biological test sample is measured and compared to a control sample so 
as to assess the vascular condition of the subject, is described. 
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Method for diagnosing a vascular condition 

A method for diagnosing hypoxia, endothelial dysfunction, a vascular or 
circulatory condition of a subject, in which the level of expression of 
a gene, and/or the level of a metabolite or metabolic by-product in a 
biological test sample is measured and compared to a control sample so 
as to assess the vascular condition of the subject, is described. 
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